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b H IS fl) 2 7 Fluticasone 
(nig / kg, i.t.) kg, i. t.) 

a. . . EOSINOPHIL (X10 4 ) 

b. . . EXAMPLE 27 (mg/kg, i.t.) 
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(57) Abstract: Adenine derivatives 
represented by the following general 
formula (I) wherein X represents NR 3 
(wherein R 3 represents hydrogen or Ci. 3 
alkyl), etc.; R 1 represents optionally 
substituted alkyl, etc.; R 2 represents hy- 
droxy, etc.; and Y represents an optionally 
substituted aromatic heterocycle, etc;; 
tautomers thereof or pharmaceutically 
acceptable salts thereof;; and drugs such 
as interferon inducing agents, antiviral 
agents, anticancer agents, type 2 helper T 
cell-selective immune response inhibitors, 
antiallergic agents and immune response 
controlling agents containing the same as 
the active ingredient. 
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E&*©-#8#». #U (I) :#U (C) *#y#/W^5'l'-bfc£©*£ 

(Mayer, G.D., et al. : Science, 1970, 169, 1214, Nichol, F.R., et a 
1. : Antimicrob. Agents Chemother., 1976, 9, 433 , Stringf el low, D.A., et 

al. : Antimicrob. Agents Chemother., 1991, 15, 111 ) , J&*8*jWS<, 
i&^\tt®M&(Dtc®m%&tLT<Dm?%teWi1k2nT%tz (Reiter, M.A., et 

al. : J. Leukocyte Biol. 1994, 55, 234) . 9J©ffi$HH' >^-7iD>iI 
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5# (EP 145,340) , R-837CD-T >^-7xn>»»SttJ4ffi<, Iff/IOfc* 
^□^^'©P^te+lt^nW-So £#£©7U >»HJ#fc-f 
xn>R*flUB#fc*C:fc&Ji.ffil'& (W099-28321) . b^b> cnftOft^Hl 

£3n*lM >fctt-f >*-a-f*>-2 (IL-2) ^ >^-7iD>t 
(IFN-r) ft£#fc?K Th2IBIB*6j6^sna , b©K:tt, -f >*-n-f*>-4 
(IL-4) >*-D^*>-5 (IL-5) fc&Pfc*. Thl#tM 

«^ne>©Th2«iit-r h*-f >©JtiP3&«B»6nw*. z.tit><DmB<Dmm\z 
ci*JH«T!*s. ^Wfo'f h^jimi^ci;mh2ViTn©TMtMbrt). 

*t*S. K±J:DTli2«©ftjaE«#ftaiR»lt«l«t-*JI«Itt» JiS&^iS-T 

MtswicM^ *m<Dm\z, bsi/cm« x>rx&^©9-f;^ 
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(1) -«5£ (I) : 



■CSC*. Xte> NR 3 (R 3 »*^JI^t<«^icl~3©7;Wl/S) , km 

tKSIS, ^«l~8©7v'JV^^v*> Xttft*R2~8©7>3 

$tiSl©^b<tt2i®©AxDM^^^ty5XB6Mm^** y \xO^\ 

met <&«&©, s«fif*^5S*>e 

. ) T^$n§7T^>«^t<tt j e©S^Mf4^X^ti^©^#6!)lcfF 

(2) wi3-« (i) rtomi~8©7;wi/X> mm~w 

s GK«l~8©kKD*^7;Wl^ 7U-m AfP7'J-iVS, 75^ 

(3) MfB-JKiC (I) fc*V>T, R l «Ml~6©7;W^T'fe§t«IB (1 
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) Xtt (2) KEffiOfc&tt. 

(4) WB-JRSC (I) fcfcl^T, Iff. MTfoZmB (1) ~ (3) (D^ttl 

(5) ftBB-JRS: (I) X**, KaSETTasfflUB (1) ~ (3) © 

(6) MK-M (I) lc£V>T, y#, *sm^t<MM©euv ? >sx« 

m*8b<tt#**®E55>>»T**iirE (i) ~ (5) ©v^n^fcBto 

(7) KffB-« (i) t*viT, }mm%v<tmm<Dt7?u>mx 
mmL<mmm<D?*7x>m'?$>%m?, en ~ (5) ©nr*ia>fcE 

*c©ft&%„ 

(8) Htfa-^S (I) fc£^T> W, #*3Rl~4©7;M i ;H» ££S$cl~4 

l~3<@M©«(CW > r.§Mf2 (1) ~ (6) ©V>-fft#fcE*©fc£*. 

(9) SfffB-^ (I) l£&V>T, ft*j(fcl~4©7;P*;^ ^*ici~4 
©,7;P3+'>* % R**i-407Ji'^ft», Any 

;HTl^ R 2 ^7R®XT&3&IIB (1) ~ (6) , (8) ©Vifn^fc|B«© 

(10) X# NH XttK^B^T?** (9) E«©fc£«J. 

(i 1) mm (1) ~ (1 0) <DHTnfr\z&toofc£to*G®mttzBm 

o 

(12) iufB (1) ~ (10) ®\,*tftfr\zmm<DfcGy>)*tMft£t2>-1 > 
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.(1 3) m (1) ~ (1 0) m*fnMzBM<DikGm%$MftttZ>in,0 

(14) mi (i) ~ (i o) <D^tnfr\zun<Dik&^zt$Mftt?z>Viffi 

(15) ttlB (i) ~ (io) m*tnMzmM<Dik^zt$Mftttz>$'( 

(16) turn (i) ~ (io) (D^tnfrk&mQik&MztiSiifoftttz&iT 
d7) it ib (i) ~ (io) ©v>m*fcE«©fls#*ft^raffc^tT*ftaE 

-HRsS (I) fcMiT, R'lC*W-*7;i/*^*» 7JVdr-;i/S*fctt7;P+- 
;P*t-bTttft*»l~8©7;i' : ¥;H£> £*»2~8©7Jl'*-:=Jl>& pt»2~8 

<b7)\s*-)vmm*\s^° s.&fc, R 1 fc^^^7Ji/+;i/« v 7;v^-^;v»*fc 

»7^-;P«©«ft*tbTtt, 7kmS> M^l~8©7JVn + S/«> 7U- 

R , fcfctf5it*fe©7JP*;i'g* 7J^.-jPS*fcli7Jl/ 

7;,W^ 75i^H« RrjAf D7 'J - jl/7^^Sf b^. 

«rBft*»l~8©7^^*tbTtt, «it«^^at, x^£, l-7ntf 
JVS, 2-7dH;I/«. 1-7>;1^ l-ttfrS, l-A>3\>W3k 2-A>5^;i/S> 
I-a^S^S* 2-A^vJH, l-A^^*, 2-A7°^Jl^ 

^^fji'^oM. 2-*^7^;i/^ 3-^^;p^?;uk, 2-*^ 
;!/A>^s, 3-^^;i/A>5 1 ;i/S> 4-^;^>:P;i/^ ^^;i^\^->;ps, 

5 



WO 02/085905 



PCT/JP02/03727 



2-t FP^>x3Ml/g, 1-t Hn+->^PK;p», 2-fc Hn*3/^Ptf^a6 
, 3-tHP+^yPtf^S, l-kFa+y»i, 2-t Kp*v75P^S, 3- 
fc Fn+^^fJH, 4-t KP^^l^fct'tfW 6*1*. 
iufBT^Wl'StLTtt, *W.ti'0$W& 1-7 x*^** 2-7x*3=- 

;W2£, 7x~;P7Pt^S> 7xx;v7^;i/gfc£#£tf £>ns. 

2-* h*5/X3\fc& 3-*h*~>7Pk°;i^ 4-^ h^v^;^, Ih^ 

Sfc-ftS (i) cfcttT, R'fc^inr 'J JfcttAr n r u -;Ht 

LTtt, 7xXJV2k 2-^7^S, 

2. fk''J« 2-t?7^x;i>», 3-fc*73>x;pak 2-bTU5yx^*, 4-H 
«jss?x;pat» 5-t£U55>x;i/£* 2-7 U>*. 3-7U;HS, 2-?x-;P36 % .'3- 

^«1~4©7;PP+^S> *K£> ^;^7"hS, R*ftl-4©7^+;i/^* ■ 
Any>g?, 75/*, ft*»2-8©5?7;V*;i/73/*, £*Sfi(l~4© 

7;W/»tbT^ ^JH> x^;i/S, l-^DfJH, 2-7Ptf;^ 1-7 
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Ttt, *h**>*» ih^yi, l-7"n#**>ak 2-7p#*~>S> l-7b*-> 

jmtixn, ^3^7$ /-S, ^x^;i/75/s; 5?yotf;P75/«, v 
7*3^7$ x^M^Krays* pWi^n K;i/7$/2Sfc2fe*tf* 

JlttfT!**. lff«B^«1^4© ; &y7JWl/75y»tbTtt, *3MI/7$7 
, l-ynKW*i, l-7u\Z)V?*&. \-^)V^t^ t- 

Sm«^ : fr-g.R I ir.^^§7U-;i/S^fcttA7 1 07U-;^tbT«, 2-* 
3Ml>7xXjH, 3-^^;i/7xXJVS, 4-^^;P7xxjP5S, 2-xg\iV7xx;i, 
£, 3-x5 1 ;i/7xx;pa, 4-x5F;i>7xxm 2-7nH;i/7xx^S. 3-7n 
tf;P7xx;i/S, 4-7°Ptf;i'7xx;i^ 2--f 77*0^7 xx;p*, 3-^77° 

DtfJl/7xXjV-S, 4-f 7 7°PHJl/7xx;i/«, 2-7'W7i-M. 3-7*5F.Jl/ 
4-7*9\H/7 xXJl/^ 2-7PP7xXJVK, 3-7PP7xX;i/g, 
2-7MP7xrjl/S, 3-7^*P7xx;HS, A-7JV* 
P7xx;vs, 2-^ h^->7xx;P-X, 3-*h*'>7xx;i^ 4-*b*>'7x 
xjv2£, 2-xN*->7xx;i/£, 3-xh^r-77xx^a, 4-xh^r~77xx;i/» 
, 2-7a#^'/7xiM, 3-7p^'>7x-jH, 4-7p^^^-7xx;1/S 
» 2-1'7 7°p#*>'7xx,VS> 3-f 77°Ptf*->7xx;H, HV7"n^^ 
v7xx;i/«, 2-7>=^>7xx;i/»> 3-7^->7ibl, 4-7>*~>7x 
x;VS, 2-*:P;i/7- : S 7 7xXJl^, 3-^^7$/7i-J^ 4-^^75 
7 7xX;i^> 2-X3MV7 5 7 7xx;i^ 3-X^.JV75y7xXJl/^ 4-X5^ 
;V75y7x^H, 2-7°P^7$/7xX;^ 3-7Pt>75/7xx;i, 

4-7°pt:;P7sy7xx;i/S> 2-fV7"nw$;7izjn, 3-^77° 

DfJV75/7x-JH, 4--f77°Pt!;l/75 7 7xx;l^ 2-7^7^7 7 
xX^S, 3-7^7$;7i-iH, 4-7^75 7 7xx;PS, 2-v;W!/ 
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, 2-7x3MV7S/7xX^g, 3-^l^75;7x-M, 4-v>X3 1 ;U7S 
/7i^i, 2-77Pt>75/7xx;i/^ 3-> ? 7°Pt:JP75/7x-;H 

, 4-e?7otr;i/7 5y7x-;v^ 2-773^75 ;'7x^jh, 3-77^;i/7 

5 7 7x^1, 4-773MP75 ;7xZ;H, 2-X3MM? 1 ;i'7$ / 7x~^ 

S> 3-if;wfJH5/7xrjH, 4-x^;i/^^;V75y7xn;i.s, 2-* 
^;v5"^7xx;vs> 3-^5 1 ;^^-7xx;^ 4-/g 1 ;v5 1 ^7xx;vs> 2-x . 

fMt7x-M, 3-IfJ^t7i^S, 4-X7;i/^^7x-;i/S, 2-7 

Dtf;^^-7xxj^ 3-7p^;Ic^7x:i;1/S, 4-7ntfj^^-7xx;^ 
, 2-^V7Ptf;W 1 ;t7x~;l/2l, 3--f V7ok 0 ;P5 1 ^7x^S, 4~f77n 
t^HP^xX^S, 2-7^;^^7xX^ 3-7-771/9^7 xx;i^ 4-7 

fjV5 : t7x^s, 2-^5 1 ;u-i-±75 1 ;i'S; 3-^?;i/-i-7-7?;i/«, 4-^g 1 
Jhl-t7fJH, 5-^^;i/-i-^-75 1 ;i'^ 6-^^^-l-^7^;i/«, 7-^^-- 
1-^-7^*, 8-;WM-?- 7 3\>1/S, i-^?;i/-2-±75 1 ;^ 3-pWW2- 

-j-7^;i/S, 4-^5 1 ;w2-^-7^;i/«, 5-* 9^-2-^73^8, 6-^5 1 ;b-2-^ . : 
75\H'*, 7-^^-2-^-7^;^, z-t^jv-i-ty?-^ 2-;* b*:/-l-9- 

79MI-X, 3-^h^~>-l-^7^;V», 4-^h+:/-l-^79 1 ^ 5-* 
-j-7?m, 6-* h^>-l-779Ml^ 7-^ !^^>-l-^7 8-^N* 
,>_!_-}- 7fj n, 1-^ h^5/-2-±75 1 JVS, 3-^ h+>-2-±7^Jl/», 4- A 
h^2/-2-^-7^m b-^ Y^-l-i-y^m, 6-^ h*>-2-±79MH£, 7 
-;< N^5/-2-^7^;i/S> 8-p< h+^>-2-^75 1 ;^> 2-xh^->l-t7^'H 
t 3-Xh^S/-l-t7ff;^ 4-Xb^7-l-77^Jl/*, 5-If4^-l-t7f 

6-Xh^5/-l-^75 1 ;^, ?-Ih^->-l-t7^H, 
79MH, l-Xhipv-2-^75 1 ;V«, 3-Xh^v'-2-^75 i ;l/^ 4-Xh + v-2 
-i-y^m, 5-Xh^->-2-t7fJVS, 6-Xh^-7-2-^-7 5 : -;V^ 7-Xh* 
, > _2-^ 7 ^i / g 1 8-Xh^i/;l/-2-^79 1 ;^ 2-tHD^>'-l-t75 i m 3 
-t FP -1^-1-9-7 3^8, 4-k HP^r^-l-t7^J^ 5-b HD + 5/-l-^7 
9^VS, 6-tHP*^-l-^7^;i/S, 7-tHP^-7-l-^7^;H, 8-kKP*. 
S/-l-^-75 i m l-t!*D^y-2-t7» 3-kHP^'7-2-±7^S, 4 
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-fcHD*5/-2-t7^*, 5-fc FD=^>-2-t73S>l^ 6-t Kn*->-2-±7 
7-tHn*3/-2-^7^Mt, 8-tHo^~>-2-^75 1 ;V*. Hoo-1 
-±7?;l'S, 3-7PO-l-±7^a> 4-7PP-l-*7^;i/*, BDO-l-t 
73MI/*, 6-^PD-l-t75 1 ;i/*v 7-7PP-l-t75 1 ;US, Hnn-l-t7 
1-7 PP -2-* 73^*, 3-7PP-2-t7?;H, 4-7PP-2-*7^ 
;V*, 5-^0 0-2^7^ 6-^nD-2-t7fM, 7-7 P p-2-±7^;i/ 
HDD-2-t7^S, l-7)V*U-\-t7?-)V^ 3-7;PtP-l-^75 1 

;i/*, A-y)V^u~\-i-y^)vm, ^-7)Vtu-\-f7^)V^ 6-7;i^p-i-* 
7^;vs, 7-7;^p-i-±7^;vs, 8-7;^p-i-±7^;^ i-7;i/^-p-2 

-+7?-)\>&, 3-7;i/*n-2-^7^;H£> 4-7;P^P-2-±75 1 ;!/», 5-7;^ 
n-2-±7^;i/a, 6-7^^P-2-^7^8, 7-7;l^P-2-*7:F;VS> 8-7 
;^n-2-^75 1 ;i/*, 2-7 5 7-l-*7^*, 3-757-1-^7:^*, 4-7 
5-7 5 7-1-;)- 7 5M/*, 6-75 7 -1-^7 ?;l/*, 7-75 
;~l-j-7^)l^ 8-75 7-l-*7:f;i/*, 1-75 7 -2-* 7 3^*, 3-75 7- 
2-*7=f;V*, 4-7 5 7-2-^-7^;^ 5-75 7-2-*7:P;i/*, 6-75 7-2- 
*7:F;i*, 7-75 7-2-^7:^*, 8-75 7-2-^7^*, 2-7^75 7 
-\-±7?)V&, 3-^^75 J-\-t 7 3^*, 4-7^75 7-1-^-7^* 
, 5-75MU75 7-Ht-7:f;i/*, 6-75^75 7 -Hf75^S> 7-73^75 
y 7 ^;v^ 8-75 1 ;i'75 7-1^79 L ;V*> 1-7^;P7 5 7-2-±7^;V 
*, 3-75 1 ;V75 7-2-^75 1 ;V*> 4-75 1 ;l/75 7-2-t7^;^, o-7?;i/7 
57-2-*7?\>V*, 6-73^75 7-2-*7:f;l/*, 7-7^^75 7-2-^7^ 
;VS, 8-7^75 7-2-* 75f;l/S, 2-77 3^75 7 -1-* 7 3^*, 3-77 
^;P7 5 7-l-t7^;VS> 4-773^75 7-1-^73^*, 5-773^1/75 7 
-1-*7^;P*> 6-:775 1 ;i/75 7-l-^75 1 ;i'S, 7-773^75 7 -1-3" 7 3 1 
;i/*, 8-773^75 7-l-*7^;i/*> 1-773^75 7-2-^73^*, 3-7 
73\>V7 5 7-2-:>-73Ml/*, 4-773^75 7 -2-3"7 ^S, 5-773^75 
7-2-^7?;^ 6-773^7 5 7 -2-*73\^*, 7-773^75 7-2-3-7 
3^*, 8-773^75 7-2-3-73^*, 2-pWM-K U 4-73^-3 
-tf'JvMl/*, 5-7 3^-3- tf'J7;i/K, 6-7^;V-3-fcfU-7^*> 3-73MW2-H 
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»X> e-^M-tfU^*. 2-x^;i/-3-tfu> ? ;vs, 4-x9Mi/-3-k°Ui^ 
5-x^;w3-tfU^;^> 6-x^;i/-3-ifu^;vs> 3-^^;i^-2-t°u e^^s 
, 4-^^-2-t°u^ju«, 5-^;i/-2-k°u^;i/«, 6-x^;p-2-tfu^;i/S, 2 
-x^M-tfu^i^ 3-x?;i/-4-t;u^;us, 5-x?;i/-4-t:u^;i^ e-x 
^M-ifUswak 2-^ h^->-3-b°u^;^> 4-^ b+^-tu^a, 5- 
* h^^-3-HUv;^ e-^h^^-truv^s, 3-^ h^^-2-tfu^;^ 
% 4-^ v 5 ;^ 5-p< h*^-2-eu>?;i/S, 6-^ h^v-2-tfu^ 

;P«> 2-pt h^^-4-EU^JV^ 3-^ F*->-4-t:U^;l^ 5-*h*:>-4-t? 
U^», 6-* h^v^-tfU^S, 2-xb>v-3-t'J> ? ;k^ 4-xh*~>-3 
-K'JSWak 5-xh*v-3-t:U^», e-xh^^-3-HU^J^ 3-X 
^-2-eU^;VS, 4-xS^^-2-tfU^;V^ 5-xh*->-2-t:U^;i^ 8-x 
h**>-2-lfU^g, 2-Xb^$/-4-tfU^;V»> 3-xh^>--4-tfU^^S; 5 
■•lh*'>4-H'J~« 6-xh^^-4-t!U^Jl/S, 2-th*D^S>-3-HU> ? ^ 
4-kFn^>-3-eu^;l'S* 5-t: H P^^-3-tf U 6-kl*P*>--3. 
-tUi^m, 3-t h'D^^-2-HUv 5 ;^ 4-kFP*>--2-k"U^;i^, 5-t 
F p ^ 5/-2- f'JvM. 6- 1 F p * i/-2- t° I) i^S, 2- 1 F P * ->-4- tf U 

3-t FP+~>-4-tfU^*, 5-hFn+>-4-t:U^S, 
-4-tfU^;^, 2-^;i/*^h-3-HUv f J^ 4-pUl/#:/F-3-t°<J^;i/», 5- 

^;^yh-3-tfU^;i/S, 6-^;^yh-3-tf U>?^Ss 3-^;^^" h-2-tf u 
y)vm, 4-^;^yh-2-euv«> 5-^;p#:/f-2- trusts, 

h-2-fU^S, 2-^;^^h-4-h°U> ? ;i'S, 3-*;i^7h-4-t!U 5 
-^^*yh-4-t°U^m 6-^;V*^h-4-t:U^;^ 2-^^^-3-tfU 

z»i&, 4-^^?^-3-HU^;i/S, 5-^5=-;^^-3-bu^;n> 6-^^;p^ 
>ws> 3-/^;^*-4-t:Ui?;pa, 5-/?;^^-4-t:u^;p^ 

2-^an-3-bfU^;i/S. 4-£ P P-3-f'J 9)V&, 5-^PP- 
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3- If U SWat, 6-7PP-3-tf D5W£> 3-7PP-2-tf U5W-S, 4-7PP-2- 
t?U5WS> 5-?PP-2-fcfU5WS> 6-?PP-2-tfU5WS, 2-?PP-4-tf 
'JyJH> 3-^np-4-tf'J 5WS, 5-7 PP-4-b!U 5W8, 6-7 0P-4-t'U 
5W£, 2-75y-3-tf U5WS, 4-73/-3-KU SWS, 5-75 y-3-£lh7 
JVS, 6-73y-3-lfU5W3k 3-75y-2-UU5?;PS, 4-75/-2-KU5W 
X, 5-75y-2-tfU5WX> 6-7$y-2-tfU5WS, 2-75 y-4-fcfU 5Wg 

, 3-75 /-4- if news, 5-75/-4-tfue?;vs, 6-7$ >-4-tru swat, 2 
-t; 75 1 ^75 7-3-t!Uv ? ;i/*> 4-*/*^;u75/-s-euswak 
*3W75y-3-fc?U5W3, 6-*/*3W7=i/-3-Hl)^;]^ 3-*:y;*^;i, 

75y-2-tfi)5WS> 4~ty*?;i/75y-2-tfU5WS> 5-^y/>3W75y 
-2-tfUv^s, 6-t//3\>U73y-2-K.ij*7>ak 2-^ey *3\>i/75y-4-tf 
U5Wg, 3-*yy? : ;i/75y-4-tfu>?;i/a, 5he/jwu75/-4-i;'J$w 

6HEy/^75 7-4-tfUSWak 2-5*/3\)!/75y-3-tr'J5W*> 4-5* 
*9Ml>75y-3-fc!U5 ? Jl/g, 5-5*/ 5^7 5 7 -3- fcfUvMl/g, 6-5?/ 3^7 3 
/-3-eUS?^*, 3-v/3W75/-2-t:Uv;i^ 4-7/ 3^75 7-2- If U 
5Wg> 5-5?/^73./-2-lf U5WX, 6-7/3^7 5 y-2-HUv;VS, 2- 
5?/3^75/-4-h!lJ5?;V», 3-5 ? /3^7$y-4-t!U5Wa, 5-$>/*\JV7 

5y-4-tfU7;n, 6-5 ? /^;i/7$y-4-tfU7;us, 2-7;v:*p-3-t?U5*;i> 
S>,4-7;p^-P-3-tfu^;i'S> 5-7;p^o-3-eu5?;PS» 6-7;M-p-3-tfu 
swafi* 3-7;v^-P-2-tfu> ? ;i/S, 4-7;i^P-2-tf U7;i^ 5-7;v#p-2- 
tuswak 6-7;^a-2-eu^at, i-7fr*u-A-v uswat* 3-7;m-p 

-4-hfUv;^ 5-7;U^P-4-t!U^;V^ 6-7^*D-4-lfUS?;P3S, 2,4-7 

/ 9^-3-tf u swak 2, 6-v/ 3\>p-3-tr u swat* 5, 6-5*/ ^;i/-3- tf u 5W 

4,6-7/5fJl/-3-t°U5Wg, 4, 5-5>/3\H/-2-t:U 5W£, 5,6-5?/ 5^-2 

- tr y swak 2, 3-s? / 3W-4- tr y swak 2, 6-5?/ 3^-4- 1° y swg, 2, 4- 
-7/ h+i/-3-tf u sws* 2, 6-5?/ h^>— 3-t°u swak 5, 6-7/ h*->-3- 
try swak 4,6-5?/ h*->-3-ifus?;PS, 4,5-5?/ ^7-2- t:y5W», 5, 

6-7/ h^i/-2-tf y5W3k 2, 3-7/ h*7-4-tfy 5?;Pg* 2, 6-7/ h**>-4 

-tryswak 2-7PP-6-y^;p-3-tru5?;n, 6-*nD-2-/^;i/-3-trys? 
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;k 2-2PP-6-* h*S/-3-£0i>Jl4, 6-7PP-2-* 

5-^^-6-^7 pp-3-t?U^«> 5-*h*->-6-£nP-8-fcfU5W3k 5-lh 

^->-6-^PP-3-tfU^m 5-^PP-6-^^-3-tf'J^;i/«, 5-*h*SHi 

^^-3-tf>J^;i/g, 5-2np-6-xh*S/-3-b!U5?;Hk 2, 5, 6- h U ;* ^;l/-3- 
tT'jy;i/3S, 2-bf5-7x;H, S-^Jl^-tf^xjH, 6-*9MV-2-fc!^7x 
)Vm, t-tb^s-l-Hyit-fr&y 6-* h=^>-2-fcf7^x;HK, 5-xh*$/-2 
-tf^^x^S, 6-xh^^-2-tf7^x;^ 5-^nn-2-(f7^;H, 6-7 
PP-2-e^vx;^ 3-*3\>V-2-7ij;i/£, 4-*^JW2-7UJl/g, 5-*3\>l/- 

2-7 u MS, 2-*? 1 ;v-3-7U;t'S, 4-^^^-3-7';;^ 5-^^-3-7 u;v 

& 3-^ h + v-2-7U;i-*, 4-* h + v-2-7U;PS, 5-* h+->-2-7'JJH 
, 2-t h*^-3-7U;i/S, 4-p< b+>--3-7U^S, Hh^y-3-7U^i, 3 
-7;ap-2-7U;VS, 4-^pp-2-7U^S, p p-2-7 U MX, 2-7PP-3 
-7U;l/S, 4-£PP-3-7'JMi> HDO-3-71JJH, 3-7;i/^P-2-7'j;i/ 
£. 4-7;V^P-2-7<j;V»> 5-7;V*P-2-7'J;VS, 2-7JWD-3-7'JM 

, ^7J^n-3-7'JJH, 5-7M<j-p-3-7U;i^> 3-^;w2-^x-;^, 4 
-^M2-^xxj]/^ 5-^^-2-^x^;i,S> 2-^M3-^xr;i.S, 4-* 
^-3-^x-;i/«, 5-/^;W3-^x-;i/S> 3-* h*^-2-5Px-;i/», 4-* 
h*->-2-?x-;i^ 5-* h*~>-2-^x~;va, 2-*h*~>-3-^x-;i/g, 4 

4-^DD-2-fizjH, HPD-2-fx-m z-^na-a-fixjH, 4- 
^ □ p-3-^x 5-7on-3-fix;^, 3-7;^ p-2-^x-;^, 4- 
7;i/^P-2-^x-Jl/S, 5-7;V^-p-2-^x-;VS, 2-7;i^P-3-^x~;i/g 
, 4-7^^P-3-5 1 X-;^, 5-7MtP-3-?X-jVSft£>*W£>n&o 

^Ji/^vS, 7Ptf^--;i,^v^ 7^7<^^+>-S, ^>*7^Mt* 
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^V^>?;V^+yi3M-;Vt+yS, A>~7;i/ 

tMBR , tt**K^*fctt**»i~3fi!)7;i'^;paS7!, ai7jmit 

~«5S (I) Yfc&ttS, SHtSlTF, SfcttMHTOSattSft. 
5 1 b < « 2 fi© AfnMT-^^tT 5 ££tt 6 IISfilAf P^i LTte 

* a i~4fi © gm« «t o x k u v >m © & m ©&« \z mm a nx v> t $ £ 

t©YO«!ft*tLTaft*ftW4©7^^*> ^^icl~4©7;i/n + vS 
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^1-4^^7 7 )l*)V7 5. J £*<D7 )l*)Vm$, 5fcfcifc^fcR'©*£ tffit 

&s. iHB^^i~407;^;^«<tbTtt> x^ji^s 
, l-T'DH^g 1 ^, 2-7p tf;i^*«, i-1?)V?*& 1-77-^7-*^ t- 

% 4-^?;i/-i-t75 1 ;i'S, 5-^5 t ;n-^7^;P3E, b-tf-fr-i-'fy^jvm, 1 

-*^)V-\-i~7?)Vm, i-*?)V-l-~777)V&, \-*J-)V-l-j-77-)V&, .3-* 
?)l-l-+7?)V&, A-*?)V-l-1ry<?Jl,£ % $-*3-)\,-l-j-79)\s&, §-*7 
)V-2»±77-)V&, l-*?)V-2-±7 l ?)V& Z-*7)l<-2-t77)V&, 2-^ - 
s s-\-*7?)V&. 3-^ h^->-l-t7f JH, 4-* b*is- 1-±7 7)V&, 5-* 
h^~>-l-t77;^ 6-* h-t-^-l-±7^H, 7-* h*->-l-^75 1 ;US; 8 
-><Y*'s-l-t77)\<&, \-*h*z/-2^i-7?)Vm, 3-* h^S/-2-^"79 1 ;HS 
, ,4-^ h+v-2-^7^;^ 5-^ h*:>-2-775P;i/X, 6-/ h^v-2-^77- 
;H£» 7-/ h^'>-2-77-7;i/«> 8-* h*->-2-^73Ml^ 
79MV8, 3-Xh^r^-l-^79 1 ;i/S, 4-Ib^->-l-t7^S, 
-±75 1 ;i/«, 6-Xh^>'-l-±7?;VS, 7-Xh^->-l-i-7 5 1 ;i'S, 8-Xh* 
^-1-^77;VS> l-Xh-t->-2-t7fM> 3-Xh^5/-2-^-7^;i/«, 4-X 
h^S>-2-^-77;^ 5-Xh^->-2-t7» 6-xh^->-2-^75 1 ;i/*, 7 
-Xh^^-2-^7^;^, S-Xh^v-2-^75 1 ;^ 2-h Kn + ^-l-i-75 1 ^ 
3-t FD^^-1-^-7^;^ 4-t FP*->- 1-7-75" )Vm, 5-tKP*:>-l 
-7-75 1 ;l'-S, 6-t FP + ^-l-f 77-)Vm, 7-kFP^v'-l-^7^;VS> 8-t 
Fn + y-l-t7» 1-t FP*^-^? 1 ^ 3-kFn + y-2-t7? 
;i/S> 4-t HP^v-2-7-7?;^ b-kFD^->-2-^7?;P5, 
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-2-t73MH> 7-tFa^'>-2-t7fJH, 8-fc H n*i/-2-±7?)V& 2- 
0DD-1-±73\>H, 3-^PP-l-±7^S, 4-7PP-l-t73\>l'g, 5-7 
DO-l-t7fJH, 6-£D 0-1-7" 73SfcS> 7-^PP-l-t7f^S, 8-7P 
P-l-t7^S, 1-7 PP -2-7" 7^;^, 3-^PP-2-t7^S, 4-7 PP- 

2- ^7^^S, 5-7 PP -2-7" 7 3^2, 6-£no-2-:*-73\>l/S, 7-7PP-2- 
^73^, 8-*PD-2-*75\>Hk 2-7>^P-l-±7?;U«, 3-7;i^P-l 

-±7^;i/», t-7)V*n-i-i-7?-)V&. 5-7;i/^-p-i-^-75 1 ;i/S, 6-7 
P-l-t7^;H, 7-7;P*n-l-7"7^«> 8-7;p^p-i-^-75 1 ;vs, 1-7 
JP*P-2-±7^;i/S, 3-7;i/^P-2-±75 1 ;i/S, 4-7)VtU-2-i-7?)Vm, 5 

-7)vxu-i-+7j-)vm. 6-7;i'^p-2-^7^;vs, 7-7 ;p:*p -2-7-73MKI 

, 8-7^^P-2-^7^;US> 2-75y-l-^-7^;i/«, 3-75 7-l-^-75P;i/S . 
, 4-75y-l-^7^;i/S, 5-75 7-1-7-73^5, 6-75 7 -1-7 7 3^8, 7 
-75y-l-^7^S> 8-75/ -]-i-7^)Vm, 1-75/ -2-7- 7 3 1 ;)^, 3-7 
5/-2-7-73M!^, 4-75/ -2-7" 7 3^*, 5-75 / -2-7-7 3^X, 6-75 
7-2-^-7^;«, 7-75 7 -2-;- 7 3^S, 8-7 5 / -l-f 7 -7;i/X, 2-/3\>U 
75/-l-7-73 1 ;l'S, 3-/3 1 ;i/75/-l-3-73 1 ;i'S, 4-/3 1 ;i'75 7 -1-7^7 

3^*, 5-/3^75 /-i-3-75P;i/«, 6-/3 1 ;i/75/-i-7-73 1 ;)/K, 7-7-? 

;i'7 5 7-l-±75 1 ;^ 8-7^75 7-l-^-7^;i/», 1-/3^7 5 J-l- f . . 
7?)Vm, 3-75 1 ;i/75y-2-±75 1 ;PS^ 4-/3\>U75/-2-7-73 1 ;i'S, 5-7 
x;i/75y-2-^-7 5 1 ;l/S, 6-73^75/ -2-2* 7 9^36, 7-75^75 7-2- 
±7?)Vm, 8-7^75 7-2-±7^;l/S, 2-7/3^75 7-l-7-75P;i/S, 

3- 7/3^75 /-1-7" 7 9)Vm, 4-7/3Ml'75/-l-7-75P;i/S, 5-7/3^1/ 
75/-l-±7^;i/S, 6-7/3 1 ;i/75/-l-7-73 1 ;i'S, 7-7/3^75 7-1- 

^-7^;^ 8-7/37)1/75/ -1-7- 73^*, 1-7/3^75 7-2-7-73^* 

, 3-773SH/75/ -2-7" 7 3^1/S, 4-^7^;i/75y-2-t7^;i/S, 5-7/3 1 
;P75/-2-±75 1 ;l'S, 6-v75 1 ;l/75 7-2-±79 1 ;H, 7-7/3^75 7-2 
-t7?)l&s 8-7/37^75 /-2-7-73Ml^, S-Z^t^-^xx;^ 4-7 

^;v-2-^x-;i/S, 5-7^;i/-2-^xr;H, 2-/3^-3-3 1 xx;i^, 4-7 3 1 
jH-?x-JH, S-^fJhS-^irj^, 3-7 4-7 h 
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/ h*^-3-^xn;H, 5-* h+">-3-5 1 x-;^ 3-7cm-2-?x-ji,£, 4 
-7PP-2-?x-jl/g, 5-7pp-2-^x~ji^ 2-7 4-7 
p d-3-^x- 5-7pp-3-^x-;I^, 3-7;P^u-2-^x-Jl/S, 4-7 
^^■□-2-^x-Jl/^ §-7)V*u-2-?x-)VM, 1-y )V^u-l-^j.-)Vm, 4 
^l/^P^-^xx;^, 5-7;i'^D-3-5 1 x-;i'S, 3-/^-2-7 U;W*» 4- 

^^;i/-2-7U;i/». 5-* 5^-2-7 y^a, 2-^^^-3-7 u^ak 4-* 3^-3- 

7U;i/S, 5-^?;l/-3-7U;^, 3-* h^^-2-7U;i/», 4-*h*->-2-7U 

5-* h*s/-2-7»j;us, 2-^ h^^-3-7u;va> 4-* t>*>/-3-7u;i/ 
a, 5-^ h+s/-3-7U;^ 3-7 o 0-2-7 u;ns, 4-7 o p-2-7 u 5- 

7PP-2-7U;VS> 2-7PP-3-7U;i/S, 4-^OD-3-7'JM, 5-7PP-3- 
7>j;Ug, 3-7;i/^P-2-7UJl/«, 4-7;i/^ P-2-7 U;i/S, 5-7;i/^P-2-7 
1)71/8^ 2-7;i/^P-3-7U;^ 4-7Jl/^P-3-7U;i/S, 5-7^^P-3-7'J 

3-^^-2-^0 u;^ 4-^5 : ;i/-2-h°PU;i/»> 5-^^-2-h°Pu;p 
2-^^;u-3-tfPU^ 4-/^-3-h°pu;^ 5-^^;u-3-tfpij;vs 

, 3-^ b*v-2-k°P>j;i^ 4-/ h*v-2-t?PU;i/S, 5-;< h + v-2-bfPU 

2- ^ h^->-3-t!PU;H> 4-* H^>-3-tfPU^-X, 5-*h*v-3-f 
P'j;i/*> 3-7PP-2-tfPUJl/S, 4-7PP-2-HoU;i/S, 5-7PP-2-HP 
>J>S, 2-7PP-3-tfPU;^, 4-7PP-3-t!PU;i/S, 5-7PP-3-k°PU 

3- 7;i/^-p-2-tfpu;^, 4-7;u^p-2-t°n g;vas, 5-7;^ 0-2- tf 

PU;VS, 2-7;i/.^P-3-h°PU;i'S, 4-7Jl/:tP-3-t:PUJl/g, 5-7;l^P-3 

-eny;i^ i-^;w2-r$7Vi);i^ 4-^^;i/-2-T5^yj;u*, 1-* 
^;I/-4-^5^7u;ps, 2-^^-4-^ 5^7 u;i/^ s-^JM-fs^VJ 
1-^.^71^-5 — r stVuji^ 4-^ ^>-2~f s^v/u^s, 2-^h^> 

-4-^i=7VU;H, 5-^ h + v-4-^5 7* 4 /U;VS, 4-7PP-2-^5^7'J^ 
3, Hdd-HS^^/'JJH, 5-7pp-4-^5 TVUJl'S, 4-7;M-p-2- 

^tVU^ 2-7;^p-4--f5 7Vu;i<'^ 5-7;M-n-4--r$^./y;i>s 
, 2-^^;W3-HU 4-* ^JM-tf US^S, 5-^^;v-3-hu^;vs, 6 
-ptg\)l/-3-t:U 3-^^-2-k°U 9)Vm. 4-^JI/-2-k°U 5-* 
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^;i/-2- trills, e-^^^-tfu^n, 2-^^;w4-t!U ^m, 
;M-tfUv;^ 5-* 3\>m- trusts* swas, 
3-kUvJH> 4-x?Mi,-3-ki)> ? ;n> 5-x^-3-ku^s, 6-X3MP-3- 

k'Jv^g, 3-^;P-2-kU>^g, 5-;WI,-2-k° 

ue^ji/S, 6-x^-2-t:u ^^S> 2-x^;i,-4-ku> ? ji^ 3-x^;i/-4-eu 

z?)V&. B-X^JM-tfU^JP*, e-X^MM-kUi^l^ 2-* h^S'-S-kU 
^;i/S> 4-* ^v-3-kU^;i/g> 5-* h*v-3-k°U 6-^ h*~>-3- 

tTU^S, 3-* h + ^-2-tfU^S, 4-* h*S/-2-kU>UI^ 5-*b*v 
-2-tf U ^;i/S> 6-^ h*5>-2-k U 2-* h*v-4-k'J v«> 3-* h 

+ ^-4-tf'J^»> 5-;* h + ^-4-bf'J 8-* K*v-4-kUi^S>. 2- 
xh^S/-3-t°U^;VS, 4-xh*v-3-kUv;i^ 5-xh + v-3-tfU^;l/S 

, 6-xh*v-3-kUi?;i'g, s-xh^-v^-kUv^s, 4-xh=^>-2-ku 

VV)V&, 3-xN^S/-4-fcfU^PS, 5-xh + '>-4-fc!US?;P3E, 6-xh**>-4 
-kU^;H> 2-kFn+i/-3-t!'J^H> 4-fcl*a*5/-8-eusW£* 5-k. 
HQ*5/-3-HU5Wak 6-kF 0*^-3- tfUSWik 3-k HD^v-2-tfy v 
4- fc F D * ->-2- k U SWg, . 5- k K □ * *>-2- k U v;hg, 6-k FP^y 
-2-kU> 5 ^S, 2-kHn^S>-4-kU^*, 3-kHn^v-4-kU^;i/«, 5- 
kFn*5/-4-lfUSW*. 6-k Fn*->-4-kUi^K> 2-*;kfr?'h-3-H»J 

swak 4-*;i^7h-3-ku^;i/«> 5-*mj:/ b-3-kU^g, 6-*;k&y 
h-3-ku^;i/S> 3-^;^yh-2-k'j^;i/S, 4-^#:/h-2-kije?;i^ 5 
-^;i/*^h-2-ku^;PS, 6-^;i/*y h-2-ku^;i/»; 2-^;^^h-4-k°u 
sw*, 3-^;p^7/h-4-ku^S> 5-^;i/*7°h-4-ku^;^ 6-*;iotr7 
h-4-koe;;i/Ss 2-^^^^-3-kU^s, 4-;*? L ;i'9 : -:t-3-Hu^;i^ 5 
-jjwi^jM-tfusw** 6-^^;^^--3-ku^;i/*, 3-^^;i/?^-2-ku 

yiH, 4-*5f;W^-2-kU^S> S-^H^-kU^l^ 6-;WI^ 

;t-2-ku^m 2-^^^^-4-kU^«, 3-^^;^^-4-k'j^;^ 5 

-pWH^-kUv;^ B-pWl/^-^-kUv 5 ;^ 2-£nn-3-kUv;i/ 
4-^ao-3-kU> 5 ;H> 5-^OD-3-kU^Jl/*, 6-^OD-3-kU^;^ 
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, 3-^op-2-fcf'J^;i/S, 4-£PP-2-t°U>?M> 5-£ a o-2-tf'J v^US, 6 
-£0P-2-t!U^;i/&* 2-£PP-4-t°U vJH, 3-£ □ P-4-k°U v^X, 5-£ 
6-£PP-4-fc!'JvUH> 2-75y-3-k°U vJH, 4-75 

y-3-k°Uv;i/S, 5-7sy-3-tfu swa, 6-7$y-3-tfu^;i/a, 3-75 y- 

2- trus?;vs, 4-75y-2-t°u^S, 5-75y-2-tfu^;p», 6-75 y -2- 

fc°US>;]/g, 2-7$y-4-t:'J^;i/S, y-4-tf U 5-75 7-4-tf 

'JyiH, 6-7$y-4-HU^Jl/-S, 2-^y *^)V7$ /-3-t°U 4-^y 

y^75y-3-tfye;j^ 5-*yy3Mi.7$y-3-eu^;i^ 6-*yy?Mi/ 
75y-3-h° u 1-*; *<?)V7s.;-i-\dVi?)vm, 4-^y y^;v7$y 

5-*yy^7Sy-2-k:U^S, ^7 5 y-2-fcf 

•JvAS, 2- ; Eyy^75y-4-b°U^S> S-=£;*?)]s7S;-4-\fVi?)V. 

& 5-^yy?;i/75>-4-t!U 6-^yy3\>i/7$y-4-fcfu 2- 

3 7-3-trUS?;i/S» 6-v^5 1 ;i'75y-3-k°U^S, 3-^5^7 5 y-2-fc? 
'JyJH, 4-S?^^75y-2-t!U5?JVS» 5-5?;>Wl/7S y-2-bf'J : 
6-^y?Jl/75/-2-HU^;«, 2-i?^5 1 ;i/75/-4-tfU^;^ 3-5>;Wl> 
7$y-4-fc?U 5-?*?frTS.;-i-\ZV?fr& 6-vV^>7$y-4- 

trusws, 2-(i-tfpU^;w-3-tru^.;^ 4-u-tfpy s?=;w-3-t!u^ 

5-(l-bPU^njl/)-3-hfU 5?;i/3£, 6-(1-EpU ^-;W-3-k°U >^g, 

3- (l-^DU^=;W-2-liUy^*» 4-(l-HnU^~;W-2-trUi?;^ 5-0- 
t°PU^n;W-2-t!U^;^ 6-(l-bPU^;i/)-2-t!U^;^ 2-(l-fP'J 
&=.M-4-\£V?fr£. 3-(l-enU3?n;W-4-KUS?^iS, 5-(l-fcfPU 

)-4-ku5>jh, 6-a-trnui?^)-4-Ku^;ns, 2-tf^Uv f y-3-tfu^;p 
& 4-tr^u> ? y-3-t°u^«, s-iMUsv-s-ifyswak 6-t^u^y-3 

-tfU^S> 3-tf^U^y-2-tfU^S, 4-tMU>V-2-tfUi^S> 5-t° 

^y^y-2-f Uvws, 6-b^u^y-2-k°u^ji/S, 2-t°^u^y-4-tfu 5? 

3-if^u^y-4-t'u> ? ;^ 5-t^u^y-4-tfu^S, 6-t?^ye?y 
-4-tf u i?)i>&, 2- : e;i/*u y-3-tfu 4-^;v*u y-3-f y swat, 5- 
tWjy-3-tfu^;^ 6-tjp*uy-3-tfU5?;i/S, 3-^;i/*uy-2-t:U 
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sws, 4-^ji/*'jy-2-ifU^s, 5-t;i/*u/ -2- trusts, b-^e^^u 
2-^;^uy-4-tf'Jv;vs, 3-*;i/*iJ*-4-tf>j^;i^ 5 
-^i/jKuy-^Kuy^ B-^wj/^-^uswak 2-7;^n-3-t!Uv J 

4-7 ;i>tfn-3- trusts, 5-7^*P-8-eU^/P*. 6-7^^-D-3-tf 
U^l/S, 3-7^^0-2-tr'J^S, 4-7;P^P-2-h!'J> ? m 5-7;^ P-2 
-fcTUSW*, 6-7^*0-2-t!U^ai. 2-7^*D-4-KU3?;P3l» s-y )V* 
5-7JWO-4-K'jy;WS» 6-7;V^O-4-tfU-7;i/S, 2,4- 
7 * 3^-3- If U 5W3k 2, 6-7* 5^-3- H U P)Vm, 5, 6-7*?;h-3-t:U 5? 
Jl/S, {ti-y*?)V-Z-W)i?)Vm, 4,5-:7*3 i ;W2-fc!UvUl'X, 5,6-7*9=-;V 
U-S^^M-tfUvW®, 2,6-v*5P;M-HU7;i/*, 2,4 
-7* D z?)Vm, 2, 6-7* h^v-3-t!U -7;H, 5, 6-7* h^v-3- 

E U 7Jl'g> 4, 6-7* r*~7-3-t!U v^S, 4, 5-7* h^^-2-tfU 7;^ v 5, 
6-7* h*7-2-tr U 2, 3-7* J^^-4-t! U 7^S, 2, 6-7* b*is-4 

-tfU^S, 2-7DP-6-*^;p-3-tfU> ? ;^ 6-7 nD-2-^f;P-3-if'J -7 
;h 2-7DP-6-* r-*5/-3-KUSWS, 6-7PP-2-* h*^-3-fc! U 7Jl^ 
5-*3Ml-6-7PP-3-t?U ~7;i^ 5-* h^7-6-7PP-3-t?U 7JI/-S, 5-X h 
* -7-6-7 P P-3-tPJ 5-7 n P-6-*=f;l/-3-fc: U 5-* h*5/-.6 

-*^;P-3-tfU^;PS, 5-Xh*-7-6-*^-3-t!U^;^ 5-7PP-6~*K 
*2/-3-fc!L)5Wak 5-7PP-6-xh^^7-3-t°U 2, 5, 6- h U * 9^-3- 

tfU7;VX, 2-t?7-7xjl^ 5-*3^W2-fc!7 7xjl/g, 6-*3^-2-fc!^7x 
;PS» 5-* h*7-2-tf^7x;i/K, 6-* b*-7-2-tf?7x;i^ 5-xb*-7-2 
-cf^7x;Vg, 6-xh+-7-2-tf7 7x;^> 5-7PP-2-tf^7x;i/^ 6-7 
pn-2-t!-7-7xjVS, 3-*5 1 ;W2-^779 1 xxJl/S, 4-*^;W2-^7y^x 
xjVS, 5-*5 1 ;i/-2-^775 1 x-;i,S> 6-* 3^-2-^7 7?x-;|,X-, 7-*^ 
;W2-^77^xx;i/S, 2-*3Ml/-3-^7V*? 1 xx;v^ 4-*^;W3-^>75 1 
xx/PS, 5-*^;P-3-^>7?x-;^ > 6-*9 1 ;l'-3-^779 L x-;i/S, 7-* 
^-3-^>7^xx;i/S, 2-*^;w5-^77^xx;i/S, 3-*^;p-5-^7\/ 
^xx;i^> 4-*?JW5-^7 4 /5 1 xx;i/S, 6-*^-5-^>7?xx;us, 7- 

*5 1 ^-5-^>75 1 X-;VS, 3-* h^y-2-^> , /?I-JH. 4-* h*7-2- 
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^77?xxm 5-* 7-2-^7 7^Xx;|/S, 6-*h*i"l-«>V?x 
M^'>-H>teJH, 2-* 7-3-^7 T^xx;!^ 4- 

-'Ov^xx;^ 7-J* h*7-3-'073 1 Xx;i'i, 2-^ 7-5-^ 77* 3 1 
xx;PS, 3-* h*7-5-^77^xxjl/^ 4-* 7-5-^7 7^xx;i/S, 
6-* 7-5-^7 73 1 xx,)l'g, 7-* h*7-5-^77^xx;l-i, Hdo-2 
-^77^xx;VS, 4-^DO-2-^> t /fi-JH > 5-7pp-2-^77^x- 
6-^n-H> 1 /fi-;H 1 7-7pp-2-^77?xxj]/S, 2-7 pp 
-3-^>y?xx;i/S, 4-7pp-3-^77^xxji,^ 5-7 p p-S-^/^x 
6-^no-3-^>^irjl/S, 7-7pp-3-^77^xx;1^ 2-7 p 
p-5-^7V*^xx;]/a^ 3-^no-5-^>>/^xx;i/S, 4-7 pp-5-^775F- 
irjH; 6-? pp-5-^ 7 y^xxjPS, 7-7 do-S-^O^I-M, 3-7 
;i/^-D-2-^> N /^xx;i/S, 4-7;!/*P-2-^773 1 xx;i/S> 5-7,M"P-2- 
^>y^Xx;PX > 6-7Jktn-H>!/5 : I-jl/| l 7-7;p:tP-2-^77^X 
x;i/£, 2-7^^-p-3-^>V^xx;pS, 4-7^^p-3-^>V^xx;H, 5- 
7^^P-3-^>^x-;^ 5-7ftn-3-^>yfi-JH 1 l-7)V*u-i , 
-^>75 1 xn;i/^ 2-7;vtn-5-^>7fx^H, 3-7,0^-5-^77^ 
l-M, 4-7Jl/^-P-5-^7^X-^£, 6-7^^P-5-^>V5 1 Xx;^, 
?-7J|/tD-5-^>yfX-;!/S, 3-^3^-2-^777 U;i/X> 4-*?)l-2-^ 

> > /7'j;i'S, 5-^3^-2-^777 u;n> 6-^^;i/-2-^>v > 7U^s, 7-^ 

^;i/-2-^>V*7U;i^ 2-*3 1 ;i'-3-'077U;i'^ 4-^3^-3-^777 U 

5-^^^-3-^>^7U;^ 6-^3^-3-^777 u;i/^ 7-* 3^-3- 
^777 u^S, 2-^^;i/-5-^>77U;^, 3-^3^-5-^777 u^a, 4- 
^^-5-^>77U;i/S, 6-^5 1 ;i/-5-^>77u;i/X> 7-^3^-5-^777 

U;H, 3-^ h + ->-2-^>77U;i'S, 4-^ ^7-2-^777 u;i/S> 5-^ h 
^7-2-^777 U;i^ 6-* b*7-2-^777'J;^, 7-^ 7-2-^7 7 
7 U 2-^ h*7-3-^777U;i^ 4-^ h + y-3-^>77'JJ«> 5-pt 
S^7-3-^777U;i/^ 6-* h*7-3-^777U;U^ 7-^h*7-3-^7 
77U;H, 2-^ 7-5-^777 U;i/«> 3-^ h^7-5-^777U^S, 4- 
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>7*7U^Sx 3-7PD-2-^>y7'j;l'». 4-7PP-2-^>V*7UJl/S, 5-7 
pd-2-^>^7UJH, 6-7Pn-2-^>^/7U;H> 7-7 p p-2-^>77 U 
2-7pp-3-^>7*7>J;1^ 4-7na-3-^> % /7U;i/S, 5-7PP-3- 
^>7*7'J;H, 6-7dd-3-^>7'7U;1'S, 7-7na-3-^>7*7U;ua, 2- 
7PP-5-^>7*7lUl'^ 3-7 0D-5-^>7 4 7«j;Va, 4-7 P P-5-^>7*7 
U^S> 6-7on-5-^>7*7U;US> 7-7PP-5-^>7*7U;i^ 3-7JI/^-d 
-2-^>77'j;i'S> 4-7;v^n-2-^>7*7>j;PS, 5-7Jl^P-2-^>V7U 

6-7;i/^o-2-^>7*7U;i/«, 7-7^^n-2-^>^7U;i'S, 2-7;^ 

P-3-^>77U;kS, 4-7;V^P-3-^>^7'JJI/S^ 5-7JI^p-3-^>7* y 
U;V*, 6-7JP^P-3-^>7*7'j;i/S> 7-7^^P-3-^>^7U^S, 2-7JI/ 
^-p-5-^>^7U;i/», 3-7;i/^-P-5-^>7*7U;i'S, 4-7;l/^P-5-^> % / 
6-7;l/^P-5-^>77U;PS, 7-7Jl/^P-5-^>y7U;i/S, 1-^ 
^Jl/-2-f >fu;i^ 3-^^-2-^>HU;i/^ 4-*3\>l/-2~1 , >FU;i^ 5 

Jl/-2--f > H U )l& 6-p< ^;U-2— T > H U 7-* 3^-2~f > F U 
% l-^^-3-r>FUj^ 2-* 3^-3-^ >FU;i/»> 4-^3^-3-1' >FU 
)\<m, H^iH-^FUJH, 6-^^-3-f >FU;VS> 7-* 3^-3-0 
FU^X, l-*3\>l/-5-^'>FU;i^ 2-*3\N/-5-'f >FU;i^ 3-* 3^-5- 

•< > F u 4-^ ^;v-5-< > H u 6-^ 5P;p-5~f > F u 7-* 

-5-f>HU;^ 3-* F*~>-2-^>FU;i/*> 4-^ h^v-2-f >hu;ps, 5 
-/h4y-M>F'JiH, Hh^W^F'JiH. 7-* h*->-2--f> F 
U 2-* F*v-3-f > F U 4-^ h* *>-3-f > F U ^ 5-* 

-3--r>Hu;HE, 6-* h^^-3-f >Hu;i/S> 7-^h^->-3--r>Fu;i/S, 2 

F^>-5-^>FU;i/S, 3-* h^>-5~f >HU;i/S, 4-* F^-5-OF 
U 6-^ h*:>-5-^ > F U 7-* h *">-5-f > F U ;U3fi, 3-7 P P-2 
-r>FU;^ 4-7PP-2--f >FU;^ 5-7 P n-2--f > F U }V&* 6-7 p 
P-2--T > F U 7-7 p P-2-f > F U 2-7 n p-3-< > F U 4- 
7PP-3--f>FU;i/^ 5-7PP-3--T >FU;l/», 6-7PP-3-^>FU;i/S 
, 7-7PP-3-OFU;PS, 2-7pp-5-^> FU^S. 3-7PP-5--f>FU 
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HQD-H > K U 6-2PP-5-T >FU;^ 7-£pp-5-^> 

□-2--r>Fu;H, 6-7^^-p-2-^>fu;1'S> 7-7;i/^a-2--r>Hu;PS 

, 2-7;i/^D-3-^>FU;i/g, 4-7;^n-3--f>KlUl'S> 5-7;i'^P-3-i' 

>KU;i/S, 6-7;i/^-p-3-r >fu;ps, 7-7;i^ p-3-r>Ku;i/^ 2-7jv 
^-p-5-f>Hu;i'a, 3-7;i/^-P-5--r>FU;us, 4-7;1/^-p-5-i'>ku;I/ 

6-7;V:tP-5-f >FU;PS, 7-7;i^P-5-T>KU;L<g, 3-y=PJV-2-+ 

/u;vs, 4-^^-2-^yu>s, 5-y3\>v-2-*y u^s, 6-^^-2-^y 
•J^«> 7-y^;i/-2-*y u/ps, 8-y5P;w2-*y u^s, 2-y 3^-4-* y u 

3-y^;i/-4-*y u;P3£, s-y^jM-^y u^*, 6-^^-4-^y ujp 
S> 7-y^;k-4-*y ij;i/36, 8-y3\N/-4-*y u^at, 2-y9 t ;v-6-*y u^l 
s 3-y^;w6-*y u;i/*> 4-y^;v-6-*y y;was, s-y^-e-^y y;i/», .7 
-7 ^;v-6-^ y i) 8-y ^;i/-6-* y u ;i/S> 3-y h * ->-2-* y u 4- 
y h^^-2-^y u;va£, 5-y h*->-2-*y y;i/£, 6-y h*->-2-*y u;u$ 
, ?-y h^>-2-*y u^s> 8-y h*->-2-*y u 2-y h*->-4-*y u 

3-y h*~>-4-*y u;i^ 5-y h*~>-4-*y um, 6-y h*:/-4-* 
y u;vs, 7-y h*^-4-*y u;v», 8-y h^-4-^y u;ns> 2-y h=^>-6 
-+yu;i/S, 3-y b+^-6-^y u^s, 4-y h^-6-^y u^s, 5-yh* 
^ r 6-*y u;i^ 7-y h^^-6-^y u;ps, 8-y h*v-6-*y u;ps, 3-^ 
pp-2-^yujv^ 4-^PP-2-^y u;ps, 5-#pp-2-^y u^g. 6-^p 
p-2-^yu;^ 7-^pp-2-^y u;i^ 8-^pp-2-*y y^s> 2-^p.p- 
4-*y u;i^ 3-^pp-4-^y u;i^s, u;i^ 6-^pp-4- 

yj;uS, Hoa-fi-^y y;pgk 4-£pp-6-*y y;i/^ 
u;Hi> 7-£pp-6-*y u;ps, 8-#pp-6-*y y;i^ 3-7;p*p-2-^y 
y;i^ 4-7^^-P-2-+y UM, 5-7**0-2-* y y;v*, 6-7;v*p-2- 
*yy;vak 7-7;^p-2-^y ujps, 8-7**P-2-*y u;H, 2-7^^-p 
^-^yu^x* 3-7;i/^-p-4-^y u;vs> 5-7JVta-4-^yjjn, 6-7* 
*p-4-*y u;i/S> 7-7;i/^-P-4-^y u;p*> 8-7;i/:*p-4-*y u;vs> 2- 
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7;i/*D-6-*7UJUS, 3-7;i/^D L 6-^/UJl/K, 4-7;P*D-6-*^U^* 
» 5-7;Pto-6-^7U;P3£» 7-7;P*PHMr7 iJM, 8-7;M-Q-6-*/y 

WStl-B. 1*lCttNHjWfSU». 

x:p;vs> 7ntf^s, 'fv^atrjwat, 7^;us, 2-7^;us 

7t-JPS> 7^-;i^ *>?x*£&£j&t*wr&n*. «fffe«3HR 
3-5«©7^*;hi» ^3R»3-5fi©7;Pem;j/S, #^&3~5ffl©7;i'*x:;i/ 
AftttfcttT'nif;^ -f77nt!;i/S, 7^;H, 2-73^S, ^>^;i/ 
& 2-^>g 1 ;i/S, 7p^-;1/», 7t-;pS, 7^n;i/S, 'Orx^aSfc^ 
a*HfcJf*u<* #lctt7ntf;^, 7^;PSs ^>WffSUi. 

#«&©, truest (2-eys?;k s-triisw, &tftr^7>s 

^JWS-KUSW*, 2-X^;W3-tTU^S, 6-x?JH-k°'JyJVS, 2-* h 
*->-3-t°U-7Jl^ 6-* b*v-3-h°U 2-x h*i/-3-t°U yj^, 6- 

xh4y-3-t:U^i> 2-7PP-3-k°U iWS, 6-0 P P-3-EU 6- 

v^^;i/7$y-3-tfU^jps, 6-(i-bfpu^;w-3-tiu^;n, 
/-3-t!U7;^ Hj^ijy-3-k''jm e-wi^-a-eyswafi, 5 

, 6-v^^;W3-eU i?)V& 5, 6-7* h*v-3-fc:U 2, 6-77 P P-3-tf 
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3-tfl)5>;i>*, 6-xh + y-3-t!U^ 6-^nn-3-t!U^;i'S, 6-(l-tf □ 
> 2-* h+S'-S-KUSW*, 2-^nD-3-tfU^S»^L^o 
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m m *J:tfJR«aaa:20H»«»tt, ft*, 7>£»* *>a«N 

^y^A, *Jl^©m^;#U£x;l/7;io-;i>, k Fn^>:/n tfJHr 
JPP-7. ^5^>*©JS^»;JBI6»x^5r;^©^iffStt?B;^U-feU>*© 
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. ft»»tt, 7F7M$, *fctt**£:/F*»**fc©fi 

n»T«*u&#fiau ®m> nmu issa* #® 

Ofe©l:E£$n^^t^<, ^^#{cfiJfflnTie^'b© , r$n^^7S:5fe© 

*5sw©7T=>R*#©^*tt, jg#©tt»j» mm<omm. m 

tftfl^UTlt^SfeOtfeS^, -HKfc, lB^feDO.OOl ~100 mg/k 
g ©®HT> £?£L<«0.0l~l0 mg/kg©$5HT\ *@Xtt*iafcfl'tt*Ctt4-r 

*0Jlffl*tt*li©ffi5fell©SJit?*5#m2 001-11823 2-^0BJ»» 

BiS©fBi¥fcSiW 

$)f¥«ll©M &7KT0T& 3 o 
03 tt, ^Jfi^65fcBB«©JiJl*Sft*tt8©<S***t"0T?»S. IWH27© 

siKY77-r>^--7xn>Q!© j en-€ r ncoviTfflsi«^fc:--^;i' 
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&m\\: 2-7 > h^>7x~> 

7*^/-;K480 mL)t^-hU^A(13. 6 g, 0. 59 mol) £JP;t> 90 t C^T#i®t 
T%®Z^t£, ,^T2-7PP7x->(4.0 g, 23. 6 mmol) £in;U 9MJ)Pi& 

fc. ^iLfc^y-jn^teSiLm MC7j<(4oo mu^jp*., )mr 

(70 mDfctjn^, 30^r^JlPM^bfco ^^"e^Ufc^, MibfcEI#:£lt 

lXbt§CiT'^IB^tl^3.72 g#fc(W: „ 

##f!l2: 8-^n ; &-2-^N^v-9-(6-^PP-3-HU^^^JI/)7x-> 

##MlTf#e>ftfc2-:/h*->7x->(2.60 g. 12.5 mmol) <Z)DMF« (125 iL 
)\z, ^^7U^A(2.85g, 20.6 iiol) i2-^an-5-^Pa^^Jl/tru>?> (3 
.33 g, 20.6 mmol) £JP^ 80'CT2. mmummWbtzo £«£Ml£}§l§Lfc 
ft, *(100 ■USJBAlNttKtf'I'filU *rfcHbfc@#£«i]Rb&. £<Z)@|#:£i& 

»it*Wr * Zt\z&r) 2-7* h*~>-9- (6-£ n n-3-tr U ?)V*?)l) 7r~> 
*#fcMfcl: 3. 12 g). M:j- h U <7 A (3. 05 g, 37.2 mmol) <h2-7* v-9- (6 
-7PP-3-tfU^;V^5 1 ;W7T->(3. 1 g, 9.31 mmol) SMfciftftSaM* (18 
6 bL)K\ Mt?A*(1.92 bL. 37.5 mol) 4l$WRJ&3 ; &fc. 
«JEEB*L-fcSL Sitfc* (200 mL) *iD*., »T5Mft^ h U ^AT^frlL 
fc. tffflbfc|g**ttRL-&fk iSI§ B B B ^^^7-;i/lCT™^Lfc 0 40T:t15 

##ff!)3: 2-7h^->-9-(6-7PP-3-eU^;i/^g 1 ^)-8-^ h^>7fz> 
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**/-;MllO bUIc* hU<?A(614 mg. 26. 7 miol) ZtiU%.%®21ttc, Z. 
©^^t##M2T#e>nfc8-7*o ; &-2-7>^v'-9- (6-7 a n-3-lf U $?;M 9 1 
;1/)7t->(2.2 g, 5.34 nmtol) Sin*., 3. 5P#PfliP^M bit. ££tt&ttJBE»| 
§SU aSfcTKUOO ■L)SjHA*»T, *BlfcT+ftLfc. «rffil/fcBfc$»flfc 
> *«sUfc(20 mL). JlCDH^ftftRx^tSO iL)Tfl*l*a**i:tlcJ;De 
fi»**lltbTMfl5^ft*1.26 gftfcflK*: 65. 0») „ 
ttMii 2-7h^~>-9-(6-^ h^^-3-lf'Jy;^^V)7T^> 

**/-;M18 mL)t^-h'J7A415 mg. 18.0 mmol) &JlPA.^*S*fc«» 2- 
7>*;>-9-(6-7an-3-lfU^;M3\>W7T~>(300 mg, 0.90 mol) £Jn*2 
4ttNjWMtattl/fc. RJfcifc£*BE*ttU MIC* (30 iU&AI*., *#T* ft 

h^77^-Tl»^L(^b;^?l/>:^^y-^ 50:1), «6^M«148 mg*§ 
50«) „ 

##0U5: 2-75^75 7 7t~> 

t-h7 1^-7* (200 mUt 2-7 P a 7x^X6.0 g, 35. 4 mmol) 1 7^7 5 
>(30 nL)*Jp^ 130 , CT150«*MR«S*fc. SlS«c*«JBE»ttlbfc«» M 

»l/t, JI«fe»*B*fcLT*Efc£im08 g#fc(**: 30X) o 
ilMlJ 2-7 b^>-9- (6-7 D D-3-H U 2Jk*?M -8-fc H □^->7t ? - > 

MS (70 ■L)fc##fl3T#&n&fc£*(1.26 g. 3.47 mmol) £ Jo x., £ft 
*C2l$IWEJ&$1*fc. EM«fflftlfcl, »*K:*(130 nL)*lD**?&T 
, 5N *»fl5^hU^A***T?+#l/fc. «fajlxfcttitftaHit-fti»1-*J:fc 
fc*Dafe»*»atLT«BflS^**1.20 g#fc(**: 99X). 
'OMR (DMS0-d 6 ) 6 10. 14 (1H, brs), 8.40 (1H, d, J = 2.4 Hz), 7.76 (1H, d 
d, J = 2.4, 8.4 Hz), 7.49 (1H, d, J = 8.4 Hz), 6.55 (2H, brs), 4.91 (2H, 
s), 4.14 (2H, t, J = 6.5 Hz). 1.67-1.57 (2H, a), 1.44-1.30 (2H, m), 0.9 
0 (3H, t, J = 7.3 Hz). 

iiMli 2-7>^v-8-b:FD^v-9-(6-^ h^~>-3-HU 2Jk*±M 7f-> 

mtzftmwzm^TmmtmizbTmmk&wimtc. 
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'OMR (DMS0-d 6 ) 6 10. 09 (1H, brs), 8.16 (1H, d, J = 2. 4 Hz), 7.65 (1H, d 
d, J = 2. 4, 8.4 Hz), 6.78 (1H, d, J = 8.4 Hz), 6.49 (2H, brs), 4.80 (2H, 
s), 4.15 (2H, t, J = 6.6 Hz), 3.81 (3H, s), 1.66-1.58 (2H, i), 1.42-1.3 
4 (2H, m), 0.91 (3H, t, J = 7. 3 Hz). 

H10J3: 2-7>^'>-9-(6-xh^S/-3-lfU^^^;i/)-8-t: Fp*'>7t-> 

'HNMR (DMS0-d 6 ) <5 10. 06 (1H, brs), 8.14 (1H, d. J = 2.4 Hz), 7.64 (1H, d 
d, J = 2.4, 8.6 Hz), 6.75 (1H, d, J = 8. 6 Hz), 6.48 (2H, brs), 4.80 (2H, 
s), 4.26 (2H, q, J = 7.2 Hz), 4.15 (2H, t, J = 6. 6 Hz), 1.68-1.58 (2H, 
m), 1.42-1.34 (2H, m), 1.28 (3H, t, J = 7. 2 Hz), 0.91 (3H, t, J = 7. 3 Hz 
). 

; 2- 7 h * v-9- (6-n-:/ h * ->-3- fc° U 22k ^fJM-8-kFD^y7f- 



'HNMR (DMS0-d 6 ) <5 10. 25 (1H, brs), 8.13 (1H, d, J = 1. 9 Hz), 7.63 (1H, d 
d, J = 1.9, 8.4 Hz), 6.75 (1H, d, J = 8. 4 Hz), 6.53 (2H, brs), 4.79 (2H, 
s), 4.23-4.12 (4H, i), 1.68-1.60 (4H, m), 1.42-1.34 (4H, m), 0.94-0.88 
(6H, m). 

IW!)5: 2-7 h^>-9- (2-2 □ P-3-bf U *»V*3-)V) -8-h F D^y7f^> 

mtz&m^n*%^xmMmtmmzLxmmik&mz®tc, 

'HNMR (DMS0-d fi ) 6 10. 15 (1H, brs), 8.36-8.33 (1H, m), 7.52-7.50 (1H, m), 
7.41-7.36 (1H, di), 6.53 (2H, brs), 4.94 (2H, s), 4.07 (2H, t, J = 6. 6 H 
z), 1.62-1. 52 (2H, m), 1.37-1.23 (2H, m), 0.87 (3H, t, J = 7. 3 Hz). 
Hffiff!l6: 2-7h*y-8-t: Fa^>-9-(2-.* h*->-3-tf U z?)l*?)V) 7f-> 

m?%Bm%&m>xnnmtnmzLxMftikGv>i*m. 

'HNMR (DMS0-d 6 ) 6 10. 06 <1H, brs), 8.08-8.06 (1H, m), 7.21-7.19 (1H, m), 
6.93-6.88 (IE i), 6.47 (2H, brs), 4.80 (2H, s), 4.08 (2H, t, J = 6. 5 H 

z), 3.92 (3H, s), 1.60-1.53 (2H, m), 1.38-1.29 (2H, m), 0.87 (3H, t, J = 
7. 3 Hz) . 
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jilTj 2-7>*'>-9-(6-gPn-5-* h^'>-3-bf U ?)V*?)V)-Z-\i KD* 
->7t~> 

'HNMR (DMSO-d 6 ) <5 10. 06 (1H, brs), 8.12 (1H. d, J = 1.9 Hz). 7.85 (1H, d 
, J = 1.9 Hz), 6.49 (2H, brs), 4.83 (2H, s), 4. 16 (2H, t, J = 6. 6 Hz), 3 
.91 (3H, s), 1.66-1.61 (2H, m), 1.42-1.34 (2H, m), 0.91 (3H, t. J = 7. 3 
Hz). 

H1M8: 2-7*h*->-8-fc F (3-tf U 'JfrXJ-JV) 7t~> 

2-£DD7x~> (520ig, 3mmol) ©DMF« (30ml) \z, M#'J^£ (1.1 
g, 8imol) tZ-2un*^)V¥V9> • ttfttt (660mg, 5mmol) £i)n*.> 80pT 

■ 5Zt\z&K)2-tuu4-ti-¥V9)V*3 u M77 : ~>Zntc (JRi : 759mg) . 
7$J-)V (50ml) t£±M>?£ (750mg, 30mmol) £JP;U 90 < C£T#MbT 
SM^Tc. m^Xl-ZUU-^-il-MWfrt^MTT-y (430mg, 1. 5mmol 

fcbfc. MMmSOmlStt&TStfasltfcfk A* (660ig, 5.5ool) fciHA 
, ilT!-I«SjS4t&. KJfi*fc»EB£L&«» »*ft->U*y^*7A 
i?DYh^77^-T*iiL {WC^Vy : *9J-fr 10:1) > 8-^O^E-2- 

'HNMR (DMS0-d 6 ) 5 10. 22 (1H, brs), 8.56 (1H, d, J = 1.9 Hz), 8.49-8.47 ( 
1H, i), 7.71-7.67 (1H, i), 7.38-7.33 (1H, m), 6.54 (2H, brs), 4.90 (2H. 
s), 4.14 (2H, t, J = 6. 6 Hz), 1.65-1.57 (2H, m), 1.41-1.33 (2H, i), 0.90 

(3H, t. J = 7.3 Hz). 
jlMj: 1-7 h*->-8-b F P*^-9- (4-tf U gjM±ik) 7x-> 

'HNMR (DMS0-d 6 ) (5 10. 20 (1H, brs), 8.70-8.68 (2H, m), 7.29-7.27 (2H, i), 
6.48 (2H, brs), 4.92 (2H, s), 4.16 (-2H. t, J = 6.6 Hz), 1. 63-1. 55 (2H, 
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in), 1.40-1.32 (2H. m), 0.89 (3H, t, J = 7. 3 Hz). 

gllMlO: 2-7h*S/-Mg7$?>-2H > JM5Sfr)-8-;* b*->7x~> 

'HNMR (DMS0-d 6 ) 6 10. 02 (1H, brs), 8.66 (1H, s), 8. 56-8. 53 (2H, m), 6.48 
(2H, brs), 5.05 (2H, s), 4.06 (2H, t. J = 6. 6 Hz), 1.59-1.51 (2H, m), 1 
.37-1.29 (2H, m), 0.87 (3H, t. J = 7. 3 Hz). 

~> 

##«2iH*fcl/Cl»&ttfc 2-n-7'h^v-8-yD*-9-(5, 6-v^OD-3-t! 
Ui?;M^M-8-t bn*v7x->(150 mg. 0.34 iiol)©^/-;K4,mL) 
Sm£*ttB (4 iL) fctt*.* 70t^9W£jft2-tr7c o Efc«*«JBE«8U& 

mbmfc*?U>:** 25:1), Bfi»*ISII£l,T«Efl5&**45 mg 

35iK)o 

'HNMR (DMSO-d 6 ) 6 10. 16 (IH, brs), 8.36 (1H. d, J = 1.9 Hz), 8.06 (1H, d 

, J = 1.9 Hz), 6.52 (2H, brs), 4.93 (2H, s), 4.13 (2H, t. J = 6.6 Hz), 1 

. 64-1.58 (2H, ■), 1.40-1.32 (2H, m). 0.90 (3H, t, J = 7.3 Hz). 

HIM 12: h2±*±i$ztl 6-^pn-3-t:uy;i/^^JH-8-h Ha^5/7f 

~> 

•HNMR (DMS0-d 6 ) 6 10.12 (1H, brs), 7.66 (1H, d, J = 8.4 Hz), 7.52 (1H, d 
, J = 8.4 Hz), 6.52 (2H, brs), 4.92 (2H, s), 4.08 (2H, t, J = 6. 6 Hz), 1 
.60-1.52 (2H, m), 1.37-1.29 (2H, i), 0.88 (3H, t, J = 7.4 Hz). 
aiM13j 2-^ b ± ->-9- (6- fc: ^ 'J v J -3- tf U gjk * £2k) -8-bKD^->7f 
-> 

tr^ U 5?>(3 ■L)fc*tt«lTf<l6n«^* (100 mg, 0. 29 mmol) SinA, 90 

XTzimmLfottit. KfommEmistc'&, mmzmttrvxw mu 
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fcLTWBfc£«ft56 mgt#fc(»K^: 495!) . 

'HNMR (DMS0-d 8 ) 6 9. 79 (1H, brs), 8.09 (1H, d, J = 2.4 Hz), 7.47 (1H, dd 
, J = 2.4, 8.6 Hz), 6.75 (1H, d, J = 8. 6 Hz), 6.44 (2H, brs), 4.70 (2H, 
s). 4.17 (2H, t, J = 6. 5 Hz), 3.48-3.44 (4H, m), 1.67-1.35 (10H, m), 0.9 
2 (3H, t, J = 7. 3 Hz) . 

mmmU: 2-7 b *->-9- (6- P U V-M -3- hf' J ?)V) -8-fc h* □ * 
y7f-> 

'HNMR (DMS0-d 6 ) 6 10. 03 (1H, brs), 8.07 (1H, d, J = 2.4 Hz), 7.46 (1H, d 
d, J = 2.4. 8.6 Hz), 6.45 (2H, brs), 6.37 (1H, d, J = 8. 6 Hz). 4.69 (2H, 
s), 4.16 (2H. t, J = 6. 6 Hz), 3.33-3.29 (4H, m), 1.93-1. 88 (4H, m), 1.6 
7-1.59 (2H, i), 1.43-1.35 (2H, m), 0.92 (3H, t, J = 7. 3 Hz). 
«ffiJ15: 2-7 b*->-9- (6-^6 jUft U 7-3-fc 0 U Vfrt^M -8-k F □ * v7t 

'HNMR (DMS0-d e ) <5 10. 01 (1H, brs), 8.14 (1H, d, J = 2.4 Hz), 7.53 (1H, d 
d, J = 2.4, 8.6 Hz), 6.78 (1H, d, J = 8. 6 Hz), 6.45 (2H, brs), 4.73 (2H, 
s), 4.16 (2H, t, J = 6. 6 Hz), 3.66 (4H, t, J = 4. 9 Hz), 3.38 (4H, t, J 
= 4.9 Hz), 1.67-1.61 (2H, m), 1.43-1.35 (2H, m), 0.92 (3H, t, J = 7. 3 Hz 

). ' 

7t~> 

'HNMR (DMS0-d 6 ) 5 10. 12 (1H, brs), 8.09 (1H, d, J = 2.4 Hz), 7.48 (1H, d 
d. J = 2.4, 8.9 Hz), 6.57 (1H, d, J = 8. 9 Hz), 6.49 (2H, brs), 4.70 (2H, 
s), 4.16 (2H, t, J = 6.6 Hz), 2.97 (6H, s), 1.70-1.46 (2H, m), 1.43-1.3 
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3 (2H, i), 0.92 (3H, t, J = 7.3 Hz). 

'H NMR (DMS0-d 6 ) 6 10. 10 (1H, brs), 8.56 (1H, d, J = 1. 9 Hz), 8.49-8.47 ( 
1H. n). 7.71-7.67 (1H, m), 7.38-7.33 (1H, m), 6.50 (2H, brs), 4.90 (2H, 
s), 4.14 (2H, t, J = 6.6 Hz), 1.67-1.57 (2H, m), 1.41-1.30 (2H, m), 0.90 
(3H, t, J = 7.3 Hz). 

mmm is : 2-^)V7 a i -9- (2-^ d p-3- \l u ¥Jk* £ik) -8- 1 F p * v 7 g 

-> 

'H NMR (DMS0-d 6 ) <5 9. 76 (1H, brs), 8.35-8.32 (1H, m), 7. 47-7.36 (2H, m) , 
6.23 (1H, brt, J =5.7 Hz), 6.07 (2H, s), 4.88 (2H, s), 3.13-3.05 (2H, i 
), 1.43-1.27 (2H, i), 1.24-1.16 <2H, m), 0.82 (3H, t, J = 7.3 Hz). 
ilMli: kl±JklA Fp*v-9-(6-* h^-S-tiU^M^H 7 

##0J5T#e>n34b£$l£ffl^T, ^l^Jlltl^lil^S«|B{b-&ilSr# 

'H NMR (DMS0-d 6 ) 6 10.07 (1H, brs), 8.17 (1H, d, J = 2.4 Hz), 7.67 (1H, d 
d, J = 2. 4, 8.4 Hz), 6.82-6.76 (2H, m), 6.60 (2H, brs), 4.78 (2H, s), 3. 
81 (3H, s), 3.25-3.17 (2H, m), 1.54-1.43 (2H, m), 1.38-1.25 (2H, m), 0.8 
9 (3H, t, J = 7.3 Hz). 

mMMM: 2-79^75 y-8-fc KP^>-9-(2-fc'U ?)l*?M 7t=-> 

tZo 

'H NMR (DMS0-d 6 ) 6 10. 88 (1H, s), 8.56-8.54 (1H, m), 8.05-7.89 (3H, in), 7 
.46-7.41 (2H, m), 5.05 (3H, s), 3.19-114 (2H, a), 1.44-1.21 (4H, i), 0. 
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81 (3H, t, J = 7.3 Hz). 

3LWiM2 1 : 2-7 ?)V7 g / -8-fc F □ * ->-9- (3- \L U 2jk 2L£ikHr^> 

'HNMR (DMS0-d 6 ) <5 9. 78 (1H, brs), 8.55 (1H, d, J = 2.4 Hz), 8.47 (1H, dd 
, J = 1.9, 4.9 Hz), 7.68 (1H, d, J = 7.8 Hz), 7.34 (1H, dd, J = 4. 9, 7.8 
Hz), 6.21 (1H, b'rt, J = 5.5 Hz), 6.05 (2H, brs), 4.84 (2H, s), 3.20-3.1 
2 (2H, m), 1.47-1.39 (2H, m), 1.32-1. 24 (2H, i), 0.87 (3H, t, J = 7. 3 Hz 
). 

3liiM22: tl±I^ll /-8-fc F ci*y-9- (4-H U ^Jl/^^JV) 7f-> , 

•HNMR (DMSO-dJ 5 11.05 (1H, brs), 8.76 (2H, d, J = 8.7 Hz), 8.09-7.88 ( 
3H, m), 7.73 (2H, d, J = 8.7 Hz), 5.09 (2H, s), 3.22-3.17 (2H, m), 1.47- 
1.32 (2H, ■), 1.29-1.18 (2H, m), 0.82 (3H, t, J = 7.4 Hz). 
S1M23 : 2z7g2kZ § ^ -9- (2- -3- tf 'J » * £jkl -8-b F_P*^ 

'HNMR (DMS0-d 6 ) 5 9. 82 (1H, brs), 7.61-7.51 (2H, m), 6.23 (1H, brt, J = 
5. 4 Hz), 6.08 (2H, s), 4.87 (2H, s), 3.12-3.05 (2H, m), 1.40-1.19 (4H, i 
), 0.82 (3H, t, J = 7.3 Hz). 

jWll24: 2-7^75 y-9-(6-y*3^75 /-3-KU ^JM3MM-8-b FP 

HMil7T#^n§^^%<t40!l!> ? ^5 1 ;l/7S >****JBV>T, £IK0!13£ 

'HNMR (DMS0-d 6 ) 6 9.61 (1H, brs), 8.10 (1H, d, J = 2.2 Hz), 7.49 (1H. dd 
, J = 2.2, 8.6 Hz), 6.56 (1H, d, J = 8.6 Hz), 6. 18 (1H, brt, J = 5. 7 Hz) 
, 5.97 (2H, brs), 4.65 (2H, s). 3.22-3.15 (2H, m), 2.97 (6H, s), 1.53-1. 

128 



WO 02/085905 



PCT/JP02/03727 



42 (2H, i), 1.38-1.24 (2H, i), 0.89 (3H, t, J = 7. 3 Hz). 

HHEI25: 2-7h*->-8-fc H P*»>-9- (6-* 5^-3- M 'J 2Jk*±M 7t~> 

'H NMR (DMS0-d 6 ) <5 9. 95 (1H, s) , 8. 42 (1H, d, J = 2. 2 Hz) , 7. 58 (1H, dd, 
J = 2.2, 8.1 Hz), 7.20 (1H, d, J = 8. 1 Hz), 6.46 (2H, brs), 4.84 (2H, s) 
, 4.14 (2H, t, J = 6.6 Hz), 2.41 (3H, s), 1.62 (2H, m), 1.37 (2H, m), 0. 
90 (3H, t, J = 7.3 Hz). 

mM&m: tl±*±ztt Fci^>-9- (2-^^-3-1: 1) i?)V*?M 7f-> 

'H NMR (DMS0-d 6 ) 5 10.01 (1H, brs), 8.33 (1H, d, J = 3. 1 Hz), 7. 39 (1H, d 
, J = 6.4 Hz), 7. 15 (1H, dd, J = 3. 1, 6.4 Hz). 6.49 (2H, brs), 4.88 (2H, 

s), 4.10 (2H, t, J = 6.6 Hz), 2.59 (3H, s), 1.59 (2H, i), 1.34 (2H, m), 

0.88 (3H, t, J = 7.3 Hz). 

111^127: 2-^JV7$ 7-8-t Fa^>-9-(6-^;P-3-fc°U Vfrt^M 7t 
It. 

'H NMR (DMS0-d 8 ) 6 9. 78 (1H, s), 8.42 (1H, d, J = 2. 2 Hz). 7.57 (1H, dd, 
1 = 2.2, 8.0 Hz), 7.19 (1H, d, J = 8.0 Hz), 6.22 (1H, t, J = 7.1 Hz), 6. 
09 (2H, brs), 4.78 (2H; s), 3.16 (2H, i), 2.41 (3H, s), 1.44 (2H, m), 1. 
28 (2H, m), 0.87 (3H, t, J = 9. 6 Hz). 

mm&m ; hl±£2J> i±^l^± kit \fc£ K 1J 2JkA ±M 7 ^ 
~y 

ft. 

'H NMR (DMS0-d 6 ) 6 9. 70 (1H, s), 8.32 (1H, d, J = 3. 1 Hz), 7.37 (1H, d, J 
= 7. 7 Hz), 7.14 (1H, dd, J = 3. 1, 7. 7 Hz), 6.20 (1H, t, J = 6.4 Hz), 6. 
0 (2H, brs), 4.82 (2H, s), 3.12 (2H, m), 2.60 (3H, s), 1.39 (2H, m), 1.2 
5 (2H, i). 0.84 (3H, t, J = 7. 1 Hz). - 
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HMff!l29 : 2-7?)V7 $ / -9- (2-£ □ d-6-* 9^-3- tf U $W * fjk) ~8-b HP 

'HNMR (DMSO-d.) 5 9.74 (1H, brs), 7.33 (1H, d, J = 5.8 Hz), 7.22 (1H. d, 
J = 5.8 Hz). 6.24 (1H. in), 6.06 (2H. brs), 4.83 (2H, s), 3.09 (2H, m), 
2.42 (3H, s), 1.37 (2H. m), 1.25 (2H, m), 0.82 (3H, t, J =5. 5 Hz). 
&MM30 : 2-77- )V7 $ / -8- b H a * ->-9- (6- b P a * ->-3- b U gjk * £2k) 

#^M5-e#en§^tl&ffl^T> M^iJllt|5lii0M'r^l3^tl l 5:# 

fee 

'HNMR (DMSO-d 6 ) 611. 50 (1H, brs). 9.61 (1H, brs), 7.45 (IE dd, J = 2. 6 
, 9.5 Hz), 7.28 (1H, d, J = 2. 6 Hz), 6.28 (1H, d, J = 9. 5 Hz), 6.22 (1H, 
t, J = 6.2 Hz), 6.00 (2H, brs), 4.53 (2H, s), 3.17 (2H, q, J =6.2 Hz), 
1.45 (2H, m), 1.30 (2H, m), 0.88 (3H, t, J = 7. 3 Hz). 

> 

'H NMR (DMSO-d 6 ) 6 10. 02 (1H, brs) , 8. 57 (1H, s) , 8. 48 (1H, d, J = 4. 8 Hz 
), 7.70 (IE d, J = 6. 1 Hz), 7.36 (1H, dd, J = 4. 8, 6.1 Hz), 6.50 (2H, b 
rs), 4.90 (2H, s), 4.27 (2H, t, J = 4. 6 Hz), 3.59 (2H. t, J = 4. 6 Hz), 3 
.27 (3H, s). 

§W032: tt£**±=k* h^y-9-(3-^ 1 J^Mf^)7f^> 

'HNMR (DMS0-d 6 ) 6 10. 04 (IE brs), 8.57 (1H, s), 8.48 (1H, d, J = 4. 8 Hz 
), 7.71 (IE d, J = 6.1 Hz), 7.35 (1H, dd, J = 4. 8, 6.1Hz), 6.53 (2H, b 
rs), 4.90 (2H, s), 3.76 (3H, s). 

H101I33: l-7?)V7$;-t-Xb*z/%)V#X)],**Fi'-9-{6-* h*v-3-b°U 

130 



WO 02/085905 



PCT/JP02/03727 



M«19Tl*6ft ; &fc£*(200 mg, 0.58 miol) <DMit^9V>^ (15 mL) 
, hUX^75X100 mL, 0. 75 mmol). ^nnffl^l/ (67 /zL, 0.70 m 
mo IK ?*?)V75.SW)?XM ■& 0. 17 mmol) £ifiT?15l$fflE 

H#fc*rtfl3*TttRU Bfett*B#£bTWefc&«£170 mg 
7 IX). 

'H NMR (CDC1 3 ) 6 8.33 (1H, d, J = 1. 9 Hz), 7.75 (1H, dd. J = 1. 9, 8.4 Hz) 
, 6.15 (2H, brs), 6.67 (IE d. J = 8.4 Hz). 4.87 (2H. s), 4.71 (1H, brt, 

J = 5.4 Hz), 4.46 (2H, Q, J = 7. 1 Hz), 3.90 (3H, s). 3.41-3.34 (2H,,m), 

1.60-1.35 (7H, m), 0.96 (3H, t, J = 7.3 Hz). 
gjM34 : 2-~f9-)V7 5 J -9- (6-g P P-3- M U ¥Jk * £M :±X h ± S/jj 

>H NMR (CDCI3) 6 8.55 (1H, d, J = 2.4 Hz), 7.81 (1H, dd, J = 2. 4, 8. 4 Hz) 
, 7.27 (1H, d, J = 8.4 Hz), 6.06 (2H, brs), 4.93 (2H, s), 4.83 (1H, brt, 
J = 5.5 Hz), 4.47 (2H, a, J = 7. 1 Hz), 3.40-3.32 (2H, m), 1.59-1.36 (7H 
, m), 0.95 (3H, t, J = 7.3 Hz). 

3SffiflH35: 2-7*^7$ y-8--rV^P^^^^^^^'>-9- (6-^ h*'>- 
3-EUSW;*?JM7xX> 

] H NMR (CDCI3) 6 8.32 (1H, d, J = 2. 2 Hz). 7.74 (1H, dd, J = 2. 2, 8. 9 Hz) 
, 6.68 (1H. d, I = 8.9 Hz), 6.08 (2H, brs). 5.23-5.13 (1H, 1), 4.89 (1H, 
brt. J = 5.8 Hz), 4.87 (2H. s), 3.91 (3H. s), 3. 42-3. 35 (2H, m), 1.60-1 
. 52 (2H, m) , 1. 48-1. 37 (8H, m) . 0. 96 (3H. t. J = 7. 3 Hz) . 

mmmn ; tmkl § I -9- (6-* □ p-3-e u ?Jk*±M 22*i£± k 
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17Tft 6 *16 fls^» t ^ D n V ^ D If ^ * « T, W33 H 

■H NMR (CDCI3) 5 8.55 (IE d, J = 1. 9 Hz), 7.80 (1H, dd, J = 1. 9, 8.4 Hz) 
, 7.27 (1H, d, J = 8.4 Hz), 6.14 (2H, brs), 5.24-5.14 (1H, m), 4.96-4.92 
(3H, m), 3.40-3.33 (2H, m), 1.62-1.51 (2H, 1), 1.45-1.34 (8H, 1), 0.95 
(3H, t, J = 7.3 Hz). 

gj«37: 2-7h* : s-t-JLb*>'*)V$=-)\'**i'-V-ti-* h^>-3~lf Uj£Jk 

■H NMR (CD CI 3 ) 5 8.33 (1H, d, J = 2. 4 Hz), 7.75 (1H, dd, J = 2.4, 8.1 Hz) 
, 6.68 (1H, d, J = 8.1 Hz), 6.15 (2H, brs), 4.93 (2H, s), 4.48 (2H, q, J 
= 7.1 Hz), 4.30 (2H, t, J = 6. 6 Hz), 3.90 (3H, s), 1.83-1.72 (2H, m), 1 
.53-1.43 (5H, m), 0.98 (3H, t, J = 7. 3 Hz). 

g|jj#J38: 2-7 b*±±: (6-? DP -3- tf U 2Jk*±M =L^Jl±>^jkfeik 

'H NMR (CDCI3) d 8. 56 (1H, d, J = 2. 4 Hz), 7.81 (1H, dd. J = 2. 4, 8. 4 Hz) 
, 7.29 (1H, d, J = 8.4 Hz), 7.28 (2H, brs), 4.99 (2H, s), 4.49 (2H, q, J 
= 7.0 Hz), 4.28 (2H, t, J = 6. 6 Hz), 1.81-1.71 (2H, m), 1.52-1.43 (5H, 
1), 0.97 (3H, t, J = 7. 3 Hz). 

mm$m: 2-7 h*->-9- (2-£ □ a-3-t: u zk*±*kMA^zk 

'H NMR (DMS0-d 6 ) 5 8.37-8. 35 (lH, i), 7.73-7.69 (lH, m) , 7. 41-7. 37 (lH, m 
), 7.09 (2H, brs), 4.95 (2H, s), 4.39 (2H, q, J = 7. 2 Hz), 4. 12 (2H, t, 
J = 6.6 Hz), 1.61-1.53 (2H, i), 1. 37-rl. 29 (5H, i), 0.87 (3H, t, J = 7. 3 
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Hz). 

'H NMR (CDCI3) 6 8. 77 (1H, d, J = 2.2Hz), 8.56-8.53 (1H. 1), 7.85-7.81 (1 
H, m), 7.25 (2H, brs), 7.24-7.22 (1H, 1), 5.02 (2H, s), 4.30 (2H, t, J = 
6. 6 Hz), 4.05 (3H. s), 1.82-1. 72 <2H, 1), 1.53-1.42 (2H, 1). 0.97 (3H, 
t, J = 7.3 Hz). 

mmm ; tl Hrv^gz (n-^>3^fr*'» fl;^-;^*^- (3-tf U 
/^;v)7t-> 

'H NMR (DMS0-d 6 ) 6 8. 59 (1H, d, J = 1.9 Hz), 8.51-8.48 (1H, 1), 7.75-7.72 
(1H, m), 7.39-7.34 (1H, 1), 7.07 (2H, brs), 4.92 (2H. s), 4.32 (2H, t. 

J = 6.6 Hz), 4.18 (2H, t, J = 6.5 Hz), 1.71-1.61 (4H, m), 1.41-1.31 (6H, 
m). 0.93-0.85 (6H. m). 

Hlfi4T!l42: 2-7 h*->-8- (->^DA^->JV^^'» Jt^=fc'>-9- (3- If U 

'H NMR (DMS0-d 6 ) 6 8.60 (1H, d, J = 1.9 Hz), 8.51-8.49 (1H, m), 7.76-7.72 
(1H, m), 7. 39-7. 35 (1H, m), 7.07 (2H, brs), 4.96-4.93 (3H, m), 4.18 (2H 

, t, J = 6.5 Hz), 1.86-1.58 (8H, 1), 1.44-1.33 (6H, 1), 0.91 (3H, t, J = 
7.4 Hz). 

jlM43 : 8-(7U;^»->)»J^^^'>-2-7h^'>-9-(3--t!U^JW^^ 
JV)7f^> 
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'OMR (DMS0-d 6 ) 5 8.61 (1H, d, J = 1.9 Hz), 8.51-8.49 (IE ■). 7.77-7.74 

(IE i), 7.39-7.35 (1H. m), 7.25 (1H, dd, J = 6. 5, 13. 8 Hz)\ 7.03 (2H, 
brs), 5.06 (1H, dd, J = 1. 9, 13.8 Hz), 4.93 (2E s). 4.86 (1H. dd, J = 1 
.9, 6.5 Hz), 4.19 (2H, t, J = 6.6 Hz), 1.64-1.41 (2H, i), 1.39-1.33 (2H, 
in), 0.91 (3H, t. J = 7.4 Hz). 

~> 

'HNMR (CDC1 3 ) 6 8. 56 (1H, d, J = 2. 4 Hz), 7.80 (IE dd, J = 2. 4, 8. 4, Hz) 
, 7.30 (1H, d, J = 8. 4 Hz), 7.28 (2H, brs), 5.00 (2H, s), 4.29 (2H, t, J 
= 6.5 Hz), 2.72 (3H, s), 1.82-1.71 (2H, m). 1.52-1.42 (2H, m), 0.97 (3H 
, t, J = 7. 3 Hz). 

£flifll45 : 8-7n V*-)V**i/-l-7h*5'-9- (6-fr P P-3-b° U PJk*±M 

>H NMR (CDC 1 3 ) 5 8.55 (1H, d. J = 2.4 Hz), 7. 80 (1H, dd, J = 2. 4, 8.1 Hz) 
, 7.30 (1H, d, J = 8. 1 Hz), 7.28 (2H, brs), 5.00 (2H, s), 4.29 (2H, t, J 
= 6. 5 Hz), 3.14 (2H, q, J = 7.4 Hz), 1.82-1.71 (2H, m), 1.55-1. 42 (2H, 
n) . 1.23 (3H, t, J = 7. 3 Hz) . 0. 97 (3H, t, J = 7. 3 Hz) . 

Hj&M46 : 8-^ > \H M±kztl b * k±L (6z * ±k±. v y g^k * £2kl Z 
%%mi"*% &n*fls£« tM^>^ « HM33 <t 

■H NMR (CDC1 3 ) a 8. 64 (IE d, J = 2. 4 Hz), 7.77 (2H, d, J = 7. 3 Hz), 7.69 
(1H, dd, J = 2.4, 8.1 Hz), 7.63 (1H, t, J = 7. 3 Hz), 7.49 (2H. t, J = 7 
.3 Hz), 7.09 (1H, d, J = 8. 1 Hz), 5.76 (2H. brs), 4.95 (2H, s), 4.34 (2H 
, t, J = 6.6 Hz), 2.52 (3H, s). 1.78-(2H, m), 1.52 (2H, m), 0.99 (3H, t. 
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J = 7.3 Hz). 
)7t-> 

xmmitsm'&tc 

'HNMR (CDCI3) 5 8.63 (1H, d, J = 2.0 Hz), 7.74 (2H, d, J = 7.4 Hz), 7.69 

(1H, dd, J = 2.0, 7.9 Hz), 7.61 (1H, t, J = 7.4 Hz), 7.47 (2H, t, J = 7 
.4 Hz), 7.08 (1H, d, J = 7. 9 Hz), 5.57 (2H, brs), 4.88 (2H, s), 4.84 (1H 

, t, J = 5.9 Hz), 3.40 (2H, 1), 2.52 (3H, s), 1.58 (2H, 1), 1.42 (2H, m) 
, 0. 97 (3H, t, J = 7. 3 Hz) . 

«M48: 2-7 h*->-8- *>Vd ;i^^>-9- (6-^;i/-3-b° U 22k 



■HNMR (DMS0-d 6 ) 5 8. 44 (1H, s), 7.73 (2H, d, J = 8. 2 Hz), 7.62 (1H, d, J 
= 8.0 Hz), 7.30 (2H, d, J = 8. 2 Hz), 7.20 (1H, d, J = 8. 0 Hz), 6.84 (2H 
, brs), 4.84 (2H, s). 4.22 (2H, t, J = 6.6 Hz), 2.42 (3H, s), 2.40(3H, s 
), 1.66 (2H, m), 1.41 (2H, m), 0.92 (3H, t, J = 7.4 Hz). 

HM49: 2-7^75 y-8-(4-^g^;i/)^>y-<;^»'>-9-(6-^^;i/-3-tf U 

'HNMR (DMS0-d 6 ) 6 8.43 (1H, s), 7.69 (2H, d, J = 8. 2 Hz), 7.62 (1H, d, J 
= 8.0 Hz), 7.28 (2H, d, J = 8. 2 Hz). 7.19 (1H, d, J = 8.0 Hz), 6.71 (1H 
, brs), 6.25 (2H, brs), 4.80 (2H, s), 3.22 (2H, t, J = 6. 6 Hz), 2.42 (3H 
, s), 2.39(3H, s), 1.46 (2H, m), 1.30 (2H, m), 0.89 (3H, t, J = 7.4 Hz). 
Hfl&ffiJ50 : 2-7^75 7-8-fc Kn^y-9- (\-±7^)V^^)V) 7t~> 



135 



WO 02/085905 



PCT/JP02/03727 



'OMR (DMS0-d 6 ) 8 9.79 (1H, s), 8.39-8.41 (1H, m), 7.94-7.97 (1H, m), 
7.83-7.86 (1H, i), 7.55-7.59 (2H. m), 7.40-7.46 (1H, m), 7.26 (1H, m), 

6.17 (1H, t, J = 5.8 Hz), 6.05 (2H, s), 5.28 (2H, s), 3.09-3.16 (2H, i), 
1.36-1.44 (2H, m), 1.21-1.29 (2H, i), 0.83 (3H, t, J = 7.4 Hz) 

Hifi0iJ51 : 2-^^75 7-8-bHn^->-9- (±±7±kA±M 7x~> 

fco 

'HNMR (DMS0-d 6 ) 8 9.69 (1H, s), 7.84-7.89 (3H. m), 7.74 (1H, s), 7.47 
-7.52 (3H, m), 6.21 (1H, t, J = 5.8 Hz), 6.03 (2H, s), 4.97 (2H, s), 3.1 
2-3.20 (2H. m), 1.41-1.46 (2H, i), 1.22-1.31 (2H, m), 0.83 (3H, t, J, = 7 
. 4 Hz) . 

fW;|52 : 2-7>*v-8-t: FP^>-9- {\-yW)V*?)V) 7r-> 

■HNMR (DMS0-d 6 ) 8 10.21 (1H, s), 8.37-8.41 (1H. m), 7.85-7.98 (2H, m) 
, 7.55-7.60 (2H, m), 7.41-7.47 (1H, m), 7.25-7.28 (1H, m), 6.52 (2H, s), 
5.34 (2H, s), 4.10 (2H, d, J = 6.6 Hz), 1.55-1.61 (2H, m), 1.29-1.38 (2 
H, i) , 0. 87 (3H, t, J = 7. 3 Hz) 

feliM53 : 2-7>*y-8-fcFP*->-9- (2-:f75FJM5W 7f-> 

'HNMR (DMS0-d 6 ) 8 10.12 (1H, s), 7.87-7.90 (3H, m), 7.76 (1H, s), 7.4 
6-7.51 (3H, in), 6.45 (2H, s), 5.02 (2H. s), 4.14 (2H, d, J = 6.6 Hz), 1. 
55-1. 63 (2H. in), 1.31-1.39 (2H, i), 0.88 (3H, t, J = 7. 3 Hz) 

: 2-7^;i/7$y-8-hHP^v-9- (5-£ D P-2-^X~ JM5^) 7 

fto 

'HNMR (DMS0-d 6 ) 8 9.85 (lH, s), 6.96 (1H, d, J = 3. 8 Hz), 6. 91 (1H, d 
, J = 3.8 Hz), 6.23 (1H, t, J = 5.4 Hz), 6.07 (2H, s), 4.87 (2H, s), 3.1 
5-3.23 (2H, m), 1.43-1.53 (2H, m), 1.-24-1. 37 (2H. m), 0.89 (3H, t, J = 7 
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.3 Hz) 

gH55 : 2-^;i/7$y-8-hHD^'>-9-(6-^^ Jl/-3-h'U^M^)7x 

nnmwik&ya a 52 g, 7. 70 mmon <d*#/ -mm (520 mi) to. sn am 
(30.8 mi) wt, mbiz%a&m®L, mm^mnrc. 

mp 249-252 X: 

Calc : C 45. 17, H 5. 45. N 23. 04, S 7. 54 
Anal : C 44. 96, H 5. 56, N 22. 90, S 7. 53 

mmmw: wzwmmmz&rtZ'i y^-y^u>mm^ (in vitro) 

C3H/HeJ^T^7» (*ttt ; 8-10») frmmzmis. 5!KFBS£^tfMEMig*t!} 

^fflViT2xio 6 cdisMwrnmrnmrnm^Mb, 24^<^n^i/-h©# 

t^x;K^0.5 ml-f^abfeo ^LT> HM^f?bfcmM» (0. 2% DMS 

0££tf) &#->x;kco. 5 mi^oiiinu 5* co^>*a^-*-[*iT37T:, 2 

*±if£!#fc. g|±» c t I 0'f>^-7in>AllittI. A. Armstrong, Methods 
in Enzymology 78, 381-7(;:fB«©AM *7y-fc-f fc<fc 0£*bfc o Tftfetil 
X10 4 cells/50Ml©v^XilWm L929^96^0^*yi/-hT24BtFfl^ 
m 50m1©W§*-H*£»^ Hlc24«fIBI**tfc. *V>T*?fittPrt 

&<^;i/*& ioo/ii t-ommv. ^-f^*ssa44«niin?©»fi«tt»*ft^ 

#fl5^«#!ltbT, 9-^>^-2-73^7$/-8-fcFP*">7TX> (TO99- 
28321©**«24©fli£«) , ##fc£ftH2fcbT, 9-^>5?;W2-^ b*«>-8- 
tFn+y7j-> (TO99-283Zl©*JSH190fl3^*) > Jtifc0i!l£LTR-837 ( 

-fs+^F) . itmntbxi-m (1- (2-tFo^v-2-^^yntr;v) -2- 

^h^^X^-lH-T5^7[4,5-c]^yU>-4-75» fcJBVsfc. 3g2fc#fc 
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H3 



<i>*-73LU>mm (u/mi) 
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£MMW: fi-t7-1l¥)l\z&ttZ-l>$-7jiU>mBfcRl (in vivo) 

>^7id>tj« ctoh+se) nmwmmm±m u/mu ni&®m 
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#12, 173±6619 l)/ml> &JM!27tfl4, 488±6365 U/mh ##M2#18, 305±5578 

glM59: bh^JfimWM (PBMC) K&ttS-f >*-7xP>«fgffUB 

*##5>T^75*0*<l!jfcft^U>llI»Jlib, Lyiphoprep" 1 (NYCOMED P 
HARMAAS) SfflVifcffif|43Ea^ltK:«J;Dm«*«BIIfi (PBMC) fcHMLfco PB 
RPMI 1640*»T2Eft»bfcft, 10%O^fl^ffl&L?f» RPMI 1640 
WeixiOWml^MU ^/fiVXJV^yF (**«0. \%) fcfcflfbfc 
3»fc&TO#£T-?5% C0 2 ^>*a^-*ftT37t:iCT24lOTg*bfco & 

JM&ftfcLfc. J(HI±»*©k Mra-a©fc*tt7T$'*A#01§5S£HLISA" sy 
stem££fflbfc. S 4 (-) KMftffiBW (1-25 pg/ml) KT» NTtt 

*4 



-f>^-7xn>K*Stt (pg/ml) 





m& (hm) 


0.3 


1 


3 


10 


30 


ft)M17 


NT 


5±3 


17=1= 17 


50+33 


61±38 


31M19 


NT ■ 


5±1 


I2±ll 


48±34 


60±33 




7±3 


28±24 


46±34 


NT 


NT 


SBBW27 


NT 


6±3 


26±22 


56±37 


59±33 








6±5 


NT 


NT 




NT 




7 


23±22 


64±40 



7«©BALB/cT^7 7.}l> 10 ns®*tf7)V7$ >£©*f£i*fc4 ig©*»fl: 
7J^:DA^ (100m 1) &ItEl*3S!#l/T#i£U MBftHJWTlJn^ffiL/ 
fc„ ^©7B&, »»§IR!3£U #$Ht.«Mf!t (10*) , 2-^;^7>x^ 
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(50 ill) , *-->'J>G (100 U/ml) , ZhU-fhUi'V (100/ig/ml 
) ££trRPMI-1640fc»SU f?ffll&&)&ft&Ml/fc. fl$M#M (5X10 6 
eel 1/200 Ml/well) t^7;P^5> (0.5 mg/ml) fc±traiMfc£ftfc*iOL 
, 37*0. 5X C0 2 #aTT3SKMtfe. JjF*±i**©1M h#<f >S£ELISA£ 
fc«J:D£*bfc. IFN-r*«kOT-4tt7T'>vAtfc, IL-5ttX>K5>x>tt©* 



141 



WO 02/085905 



PCT/JP02/03727 



IL-4MIMM1SJS (% of control) 





m& (nM) 


n t 
U. 1 


i 
i 


10 


ion 

1 l/U 




no 
98 


7 
1 


L 


/I 

\1 


^/iwy * 


9b 


4 


\i 


\I 






54 


3 


<1 






40 


<1 


<1 






32 


<1 


<1 


Hii0J2O 




106 


23 


2 


mmi 




53 


1 


<1 


rnnmz 




88 


9 


1 


*J60IJ25 


86 


2 


<1 


<1 


*««27 




30 


I 


<1 


Jfctfctfl 




18 


1 


<1 


mm 


90 


24 


1 


<1 








109 


24 




107 


48 


1 


<1 


\l-m&.W£fem <% of control) 




mm (nM) 


0. 1 


1 


10 


100 




116 


41 


16 


15 




98 


37 


14 


12 






91 


32 


15 


mmmn 




77 


24 


10 






83 


16 


13 






106 


71 


19 






97 


23 


15 


£tt0922 




115 


50 


18 


mums 


102 


31 


13 


13 


mmm2i 




68 


20 


12 


JtttWl 




54 


15 


10 




106 


73 


18 


10 








92 


69 




99 


79 


16 


11 
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\z 0 Cmax£ J; tfTmax £ ^ 1" . 



Cmax^s OTmax 





Dose 


Cmax 


Tfflax 




(ig/kg) 


(ng/il) 


(hr) 


mmmn 


3 


310 


1 


H»J19 


3 


188 


4 


HM25 


3 


18 


1 




10 


150 


0.25 




3 


565 


0.5 


mm 


3 


90 


0.5 


mm 


3 

10 


19 
15 


1 

0.5 



Lfc8«*(pE 2.5, 5.5, 7. 4)};ft^WttU 

, jg1H£T*30MUIt^^> jg^#ii(15, 
OOOrpm, 20min)T^>o ^©m, ±14'©fc&M££HPLCT?£*Lfco Til« 
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(jag/ll) 





pH 2. 5 


pH 5. 5 


pH 7. 4 




784 


20 


18 




350 


4 


3 


$NM 10 


34 


15 


10 


15 


140 


1 


<l 


mmn i6 


293 


NT 


ITT 

NT 


sl»l 19 


130 


2 


.2 


H»J 20 


8, 813 


NT 


NT 


21 


15, 000 


45 


64 


I1M 22 


>ou, Ouu 


(0 


ID 


mmm 24 


27, 000 


22 


1 


H ffiti 25 


>1, 000 


5 


3 


mmn 26 


>1, 000 


6 


3 


!H«J 27 


610 


5 


2 


28 


>1. 000 


8 


4 


mmm 31 


>1, 000 


353 


322 


HJfiM 32 


>1, 000 


82 


25 


1 


26 


<1 


<1 


2 


2 


<1 


<1 



day 0 fcitfday 7fcjpe7;p^5 XOVA) 1 ig£Al (OH) 3 100 mg£^t?i§$c 
fe7?HBfttl lUS^bfc&Sfrl^ day 14fcl% 0YA***fi*tt*^5 

HinkelaanlfefiU f©t§A , )>htfc. »£UTSensi. -/Challe. +> CMC- 
NaXtfFluticasoneSJI^fc. 1 1 MTSCf Oil 
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xlO< cells 


KG® 




. mmm . 




Sensi.-/Challe.+ 


26.22 


15.60 


6.37 


CMC-Na 


319.55 


281.89 


L 115.08 


HJifctflJ 27 O.OOlmg/kg 


383.85 


392.01 


160.04 


27 O.Olmg/kg 


186.77 


161.86 


66.08 


Hlifc0l]27 O.lmg/kg 


46.84 


51.84 


21.16 


Fluticasone O.Olmg/kg 


300.07 


231.84 


94.65 



SIMM •■ T^7,^iife]g7 ±zd y^2rz^xM^d^MMMlI^tM^ 

an . , 

day 0fclpa7;^5X0VA) 2 jcigiiAl (OH) 3 5 lgfcS&ifcfciTfrXllttft 
fc500 tfia#tft«SffV^'day 14fcx-5\>WMMt8TT?l ig/ml©0VAM 
££3Wt*fc20 ^mMl^^fgl/fc. *Dkft^*»15iB2l*|IBtMffca£i: 



*9 





MMA ( mm) 




¥^ 








0.034 


0.021 


0.009 


4//g/ear 


0.046 


0.024 


0.010 


40/Jg/ear 


0.048 


0.013 


0.005 


*M17 400 A<g/ear 


0.014 


0.008 


O.003 



S*Renca«BI6#(£¥E:fc«fc0A¥)*5xlO 4 cells/0.05 ml/iouseT&ft^ttb 

tf-*;v (o. 5%#;i'tf^;i'X^;Mz;i'P-* (&t> CMC-Natfem 
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T3) mm) , 1 mg/kg»*3 ig/te©*K«27©fcfc«S. «Ol/>T£ftV> 
xmma^b (10 ml/kg), jfcfcT^SfcD lxlO 4 0/0.1 ml&tf5xl0 4 
U/0. 1 ml©Tr>x-f>^-7xO>a (&"rV iIFN-a fcMfclfc 

rwufco t»4tt4Bffic5ia*ifiUfc. #jfcSttfcB*©*£ u (nistffi 
sm (a)*a2®ttsiu imm (m^m&btc (v=lxw 2 ) . 

Steel©^SJtfeicJ;DW«^^S^fTorc. ftfcfcttThe SAS system for 
Windows Release 8.01 (SAS Institute Inc., Cary, NC, USA) £$ffiLfc„ 

%mftt>muB<Dmm®mzwttt, Mmmtzzmzfcnzt-z-L. Rene 

L7ttt^«©¥^ll(n=6) £0 3 fc^bfco *©IS*. *2MI27©fc£*fttfiI 
FN-oa#»ttlf-^^«4#K:it^fi*«a^*t'J^< (MO. 05), SI« 
27©fc£ttft5»iIFN- a &4 1 H5&±©ffili!*3&*£*1" Z. ttfitofr o fc n 

jlMM ; j»^xjkZ^l^M^MlM2I©i^A©MffiMl^iSl 

6!$i©ItB6C3FlV?X (H*^^-^X- UA-) ©Wflfc, ^**U>/< 
»S^#ttWII*l!lJ#0Y2944-m-l«mi* (£©* J: 0 A#) fclxlO 6 
cells/0.05 ml/mouse T?&rt£*bfc. fMftlOBil* ^>^^-^*»TT?K58 
J»»£$JIILfc 0 ffl^CMfflSf II (7D >7)V7 7) 4^1^. £>F£U 
y7fc:T»r«l£«l£Lfc. gBfc#SH£*firV^ fM©¥$*#ia£w*fc& 
5«k3fc#8 6IE , r'3 3 8fc:$H:j\ tf-^P (0.5XCMC-Na#&*) , RlK3 
Bg/kg©**«27©fli^«S» «P»/>-r*ffl^T!ft<Wi8Pft#b(10 ml/kg), 
£fc5xl0 4 0/0.1 ml/iOUse©mIFN-a£TO£&TiS#b;fc. «4tt4H«fc50 
£ttbfc. ^*ft35BBK:9fliU ±«> K*)*ttlttU *©M 

fcfcMJtbfc. R»K»*»tttt,K»0*«l*rtR**Vfc- *fc, Steel©# 
fiit«K:J;DW*Stft€*ff ofc. fcfcfcttThe SAS system for Windows 
Release 8.01 (SAS Institute Inc., Cary, NC, 0SA) £$JBLfc„ 
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Si o 





Mf<B^©B* SnfeEit 


k-£» 


5 




5 


•*JM!27©fls6* 


0 



MM25©ft^tt 10mg 

fttf 600ig 

Tr/u© 250ig 

t Hn^S^nK/Hr/l/n-;* 30mg 

§wj68 : mm 

»feJcJ;D*©art©H#»1!fcil»*^J«V&. 
i»J27©fc&i$l 20ig 
-y3-;M!Mfi£tt5W) 5mg 
k H d+v7°p HJHr^n-x 200mg 

2ml 

•^na^> 2ml 
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$ © $5 BS 



1 . ( I ) : 

IjJH 2 



(I) 



(St. Xtt, NR 3 (R , tt**K^*t<ttip|*ftl-'3 07;P*^*) . K*ISC 

Sift©7U-;PS, x«^ft^t<«#TO© y N7D7U-;v**^^ ; R 2 «> 

*ft£, ;**#7m ft*«l-8©7^**'>*» X«£*R2~8©7;i>=i 
«j|»U< Ka&JK^ RtfMKW 6 

\t, m«u <«#■*©, mm?, mm^ siflsstKw 

2. WfB-^S (I)' fc£V>T, R l #fc*Rl~8©7;MfJl'** B**ifc2~8©7 
^dr-;i/S, ^t2~8©7^^-;V*, R*ft2~8©7^3**>7^*^ 
*#»l-8©tl ? P*->7;W*^ 7U-;P3£, Afn7U-M, 7^;^ 
XliAfo 7 U -^7^*^*T* §ft^©^ ffl$ 1 E8Btt©fc6«. 
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6. «HB-«5K (I) K£V>T, #«jft*l/<tt«*©t:U3?>l!JIXM 
U < «#tt»© tf 7 3? >8tT& ^>H^©l5Hm 1 9i!Bf£©ft#$lo 

7. WE-«5* (I) \Z&^T> Y#> #«*L< I' >3IXtt 

8. «re-«a (i) c&^t, #*»i~4©7;v*;i'£, £$«i~4© 

7^3^->J, tKSX. *;k*J7>S> #*Rl~4©7;M i ;H 1 *£* AO$*> 
IHK 75 /S> ^3itt2~8©^7;WK75/», iWMfclM©^/ 7jwp 

75 /s> trp>j^;pat, tMU5VSRtft;p#u/s# 

£n<g>g$»£> im*t:Vv>>Si©*§&«l~4BK KYtft:55»»©*&&l 
~3fflffi*©MK:Wt"5ffl:£©»ll® 1 «B«©flS^*. 

9. MfB-$5£ (I) Kl*5V>T, Y^\ ft*jfcl~4©7^*;i'5i, SSSt$Cl~4© 
7^3*5'** ?m&, *)U37h& tt*ftl-4©7^+;^**, AD?> 

75 /3k #3M*2~8©5?7;MfJl'75/2k ^icl~4© ; &/7;^;i/ 
75 /K> b:PU^-^S, K^USVXRrteJMsU 

STfe 0 , RWtKKST * 5tt*©8ffl$ 1 TO«©fl:^*. 

1 0. X# NH Xtt**ilTpT**«l*0lBBBJ69afcB«©fl3^*. 

1 1. it$©$5Bfg i ~ i oa©vi-fn^iJgfcE*©fls'&«*^rs*fi!E^t-r* 

1 2 . it$©iSBS& i~io «©v>i* na> 1 eke*©^****^^**"* 
i 3. it^oDiSH^ i ~ i om<D^tnfrimztm<Dik£%z£$}j&ftt?% 

1 4 . tt#©$SBSI 1 ~ 10 ffl©V>*rn* 1 :SfcB*©fc#*fc#3»J*£fc"*"a 

1 5 . if #©$&Bfg 1-10 a©V>f 1 SfcB*©^***"^!*^?"* 
^2A;M-T«JfiliR«lft«*4SrfflilB!Jfil. 
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16. §f^cDgBHSgl~l 0 3i©ViTtl*lSK:E«tO^i»*ta^tf« 



151 



WO 02/085905 



PCT/JP02/03727 




WO 02/085905 



PCT/JP02/03727 




2/4 



WO 02/085905 



PCT/JP02/03727 




3/4 



WO 02/085905 



PCT/JP02/03727 




(3m) 



4/4 



INTERNA1T0NAL SEARCH REPORT 


International application No. 




PCT/JP02/03727 



Int-Cl" 1 C07D473/16, 473/18, 473/24, A61K31/52, A61P11/06, 17/00, 
31/12, 31/18, 31/20, 35/00, 37/02, 37/06, 37/08, 43/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl 7 C07D473/16, 473/18, 473/24, A61K31/52 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
REGISTRY (STN) , CAPLUS(STN), CAOLD(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 
Pl7 



EP 1035123 Al (Sumitomo Pharmaceuticals Co., 
Ltd.) , 

13 September, 2000 (13.09.00), 

& WO 99/28321 Al & CA 2311742 A 

& AU 9912602 Al & US 6329381 Bl 

JP 11-193282 A (Sumitomo Pharmaceuticals Co., 
Ltd.), 

21 July, 1999 (21.07.99), 
(Family: none) 

JP 48-16519 Bl (Tanabe Seiyaku Co., Ltd.), 

22 May, 1973 (22.05.73), 
(Family: none) 



1-17 



1-3 



| — | Further documents are listed in the continuation of Box C. £~| See patent family annex. 



* Special categories of cited documents: 

"A w document defining the general state of the art which is not 

considered to be of particular relevance 
M E" earlier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"0" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 



T later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

"& ff document member of the same patent family 



Date of the actual completion of the international search 
03 July, 2002 (03.07.02) 


Date of mailing of the international search report 
16 July, 2002 (16.07.02) 


Name and mailing address of the ISA/ 
Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



HN»HEtt& 



B^tHM## PCT/JP02/03 7 27 



a. mvRtz&m&m mmmm o po > 

Int. CI' C07D473/1 6, 473/18, 4 7 3/2 4, A6 1K3 1/5 2, 
A61P1 1/06, 17/00, 31/1 2, 31/18, 31/2 0, 35/00, 37/02, 3 7/0 6, 
37/08, 43/00 



«SSffofc**|R»» (SEK*#ff#gi (IPC)) 

Int. CI' C07D47 3/16, 473/18, 47 3/24, A61K31/52 



Ufc*W-4"«-* W-**-*©**, fHEfcfcfflLfcflW 
REGISTRY (STN). , CAPLUS (STN) , CAOLD (STN) 







WWN5 


A 


EP 1035123 Al (SUMITOMO PHARMACEUTICALS COMPANY, LIMITED) 


1-17 




2000.09.13 






& W0 99/28321 Al & CA 2311742 A & AU 9912602 Al 






& US 6329381 Bl 




A 


JP 11-193282 A <fe£KSH*a&tfc) 1999.07.21 


1-17 








A 


JP 48-16519 Bl (HiaSg$i*3&tt) 1973.05.22 


1-3 









0 0<O&fc^£ftfc:ttft 



BBWHE**TtfcB 

0 3. 0 7. 0 2 




B*E1#af/T (ISA/JP) 
SMSfHI-l 0 0-8 9 1 5 


KB* # 03-3581-110 1 F* 


4P 


9 28 2 


M 3 4 9 2 



1tftPCT/I SA/2 1 0 (^2^-v 5 ) (1 9 9 8^7^) 



